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PROTOCOL SUMMARY

A. Study Title A Pilot Stuly of Carbopatin with Nab-Paditaxel in Patients with
Advanced Non-Small Gl Lung Cancer of Squamous Histology
B. Indication Stage IV non-smallcdl lungcancer of squamous histology
C. Clinical Phase |2
D. Summary of ABRAXANE, based onresults fom prior studgs, is apromisingdrug
Rationale in squamouscdl carcinomaof thelung. This study will help to
explorethe combiration. of ABRAXANE and carboplatinmore
thorowghly in thesubgroup of patients who lad the best response in
prior studies aswell as determinewhether there are any biomarkers
which can predict for respon.
E. Study Theprimary objective of this study is to assess theesponseate ofthe
Objectives combiretion of carbopatin with ABRAXANE in patients with
advanced nonrsmalled! lung cancer (NSCLC) with squamouscel
histology. Secondary objedives areto assess thdiseasecontrol rate,
duration of resporse, duation of diseasecontrol, overall survival,
progressionfree survival, and thesafety and taxicity profile with this
regimen. Theexploratory objective is to assess twad moleaular
profiling.
F. Sample Approximately50 subgds
G. Inclusion/ 1 Stege IV NSCLC with predominantly squamoushistology
Exclusion 1 Age= YeBswith ECOG < 1
1 Measurable, biopsy aacessible digase
1 Subjects with biain metastags must be stabler at least 4
weeks
1 Adequate liver, kidney, and bonemarrow function
1 Negative serum pregnancy test iffemaleof child-beaing
potential
1 Pre-existing peripheral neuropathy < grade 2
H. DosagyDosage | Carbopktin will be dosed on diy 1 and ABRAXANE will be dosd
Form, Route, (doselevel 0 = 100mg/m?) ondays 1, 8,and 150f a21 day cycle for a
and Dose total of 6 ¢ycles.
Regimen
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I. Statistical Overal responseate will be calculatedas the pecent of subpds who
Analysis achieveCR or PRand the 95% confidence interval will be estimatd
usingthe Clopgr Pearsn method.Diseasecontrol rate will be analyzed
in asimilar manner. For both oerall responseate, and dis@secontrol
rate, thecorrelation with keseline subject and digase characteristics,and

biomarkers will be evaluated usinglogistic regression.

Time-to-event variableswill be analyzed using survival amdysis
methods. Swival rateswill be estimaed usingKaplan-Meier
techniques. Theorrelation with keseline subgd and disase
characteristics,and biamarkers will be assesed using Cox multiple
regression models.

Correlation amang biomarkers in tissue, bloodnd between tissueand
blood will beassesed. Theassocation anong various continuousand
disaete biomakers will be assesed first by the exploratory data analysis
using graphical techniques soh as the satter plot metrix, box plots,and
BLiP plot’’ . Correlation ammg continuous biomekers will be
examined by Peason or Sparman rank correlation coefficients. The
asciation on disrete biomakers will be testedby Fishe’ exad test.
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I-LUN-ABR-001: Pilot Study of Carboplatin with N ab-Paclitaxd in Patients with
Advanced Non-Small Cell Lung Cancer of Squamous Histology
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Eligibility Inclusion Criteria;

Stage IV NSCLC with predominantly squamous
histology

Age 018 years

ECOGO1

Must have measurable, biopsy accessible disease
No prior treatment for metastatic disease

Brain metastasis must be stable for at least 4
weeks

Adequate liver, kidney and bone marrow function
Negative serum pregnancy testin patients of
reproductive age

Less than grade 2 pre-existing peripheral

neuropathy

Carboplatin + ABRAXANE
AUC=6 100 mg/m®
Day 1 Days1,8,15
21 day cycle x 6

,—;\
Treatment will be \

ﬁf' discontinued if: '\
| disease progressio n, |
t unacceptable ‘\
| toxicity, withdrawn |
\ consent or /

\
completion of /
\\%a(ieﬂk/

. N

/ \

‘ End of Treatment visit 30 days after last ‘

| dose for clinical assessment including AEs. |

\ Follow -up every 6 months until death or |
\

\ lost to follo w-up. /

— __—

Vi



AE
ALT
AST
AUC
BSA
BRR
Cl
CPT
CR
cCR
CTCAE
eCRF
ECOG
EDTA
FEC
FDA
GFR
HER-2
IDS
IRB

v

LCI
MTD
NSCLC
ORR
oS

PD

PR
PFS
PVC
RECIST
SAE
SAR
SCC
SD

S
SOP
TTP
UAP
VEGF
VEGHR-2

Protacol Numbe: LCI-LUN-ABR-001

ABBREVIATIONS

Adverseevent

Alanineaminotranderase

Asparate aminotransfelase

Areaunder curve

Body surface area

Best resporse rate

Confidence interval

Céll preparation tube

Compkte response

Clinica completeresponse

Common ErminologyCriteria for Adverse Events
Electronic casereportform

Eastan Coogrative Oncolay Group
Ethylenediaminetetraacetic add
Fluorouracil- epirubicin hydrochloride-cyclophasphamide
Foodand Drug Administration
Glomeularfiltr ation rate

Human epidermal growth factor receptor 2
Investigational Drug Services

Institutional FReview Board

Intravenous

Levine Cancer Institute
Maximumtolerated dose

Non-smallcdl lung cancer

Overdl responseate

Overdl surviva

Progressivedisesse

Partial response

Progressian-free survival

Pdyvinyl chloride

Responsetvaluation Criteia in Solid Tumors
Serious adverseevent
Suspetedadversereadion

Squamouscdl cancer

Stabledisesse

Sponsao-investgator

Stanard gperating procedure
Time-to-progression

Unanticipated adverseproblem

Vascular endothelialgrowth factor
Vascular endothelialgrowth factor receptor-2
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OBJECTIVES
1.1. Primary Objectives
Theprimary objective of this study is to assess theesponseate ofthe combiration of

cabopatin with ABRAXANE in patients with adanced non- smallcdl lung cancer
(NSCLC) with squamouscell histology.

1.2. Sewmndary Objectives
Semndary objectives areto asgss thediseasecontrol rate, duration of response,

duration of diseasecontrol, overal survival, progressian-free survival, and the sfety
and taxicity profile with this regimen.

1.3. Exploratory Objectives

Exploratory objectives are to asgss br@ad molecular prafili ng.
BACKGROUND
2.1.  Non-Small Cdl Lung Cancer

Lung cancer is the mostommoncauseof cancer deah, both in thdJnited Staes and
worldwide . In theUnited Sétes, in theyear 2012, oer 226,000 Bw cases oflung

cancer were projected to bediagnosedand over 160,000 to dieof the dis@se.® Once
lung cancer is diagnosel, outcones ae poa, with only 15.9% of patients suviving
five years after diagnosis(http://sex.cancer.gov/datfacts/html/lurgb.html).

Squamouscdl carcinoma(SCC)accountsfor about 30% ofnew cases oflungcancer
in theUnited Staes. Until recently, patients with SCC and adenocarcinomahad very
similar overall survival; however, mare recent gudies lave shown impoved outcomes
for adenocarcinomarelative to SGC.2 This is potentidly dueto new treatment options
for adenocarcinoma. Several drugs known to beffedive in adenocarcinoma, like
pemetrexed and kevacizumab,should not be wesl in SCC, seondary to increased
toxicity or lack of efficacy. Thestandrd front-line chemotherapy for SCC isa
platinum-based double,®frequently carboplatin combined with a xane, but oveall

survival in clinical trials is usally less tharoneyear.® New treatment options for
SCCare needed.


http://seer.cancer.gov/statfacts/html/lungb.html
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ABRAXANE

ABRAXANE for Injectable Suspnsion(also knownas ABI-007, rab-paclitaxel,
paditaxel proteinbound frticles forinjectablesuspension)s anabumin-bound fom
of paclitaxel with amean particle size of approximately 130nanometrs. Raditaxel
exists in theparticles in a no-crystalline, anorphous stte. ABRAXANE is supplieds
awhite to yellow, sterile, lyophilized powdr for reconstitution with 20 mLof 0.9%
SodiumChloridelnjection, USPprior to intravenous irfusion. Each sirgle-use vial
contains100 mgof paditaxel andappraximately 900 mgof humanabumin. Each

millil iter (mL) of reconstituted suspension cams 5 mgpaclitaxel. ABRAXANE is
free of solvents. Theadive agent in ABRAXANE is paditaxél.

2.2.1. Indication

In theUnited Setes, ABRAXANE for Injectade Suspasion (@ditaxel proteinbound
particles for injedablesuspensionis indicatedfor the teatment of kreast cancer after
failure of combiretion chemotherapy for metstatic diseseor relapsewithin 6 months
of adjuvantchemotherapy. Priortherapy should lave included an anthracycline unless
clinicaly contraindicated.

OnOcoberll, 2012, e U.S.Foodand Drug Administration (FDA) approved
ABRAXANE for use incombiration with carboplatin for initial treatment of patients
with localy advanced or metasitic non-smallcdl lung cancer who are not candidaes
for curative surgery or radiation theapy.

ABRAXANE isaso indicaedfor thefirst-line treatment of petients with meastatic
adenocarcinomaof thepancreas, in @mbination with gemcitabine.

2.2.2. Introduction

ABRAXANE is abiologicaly interadive albumin-bound @ditaxel combininga
protein with achemotherapeutic agent in the rticle form. Thiscomposition povides a
novel approach of increasing intra-tumaral concentrations of thedrug by a receptor-
medatedtransport pocessalowing transcytosis &ross theendothelialcdl. This
albumn-speific receptor mediated process involves the bindingf abumin to a
speific receptor (gp60)on the inraluminal endothelialcdl membrane, resultingin
adivation of a protein (caveolin-1), which initiates an intenali zation process in the
endothelialcdl through the formation of caveolag with transport ofthe intact albumin-
boundchemotherapeutic complex via thesecaveolae to theunderlying tumor
interstitium. A protein speeifi cally seaeted by the tumon(SPARC) bindsalbumin,
adlowing releaseof the hydrophobc drug to thetumor cell membrane'®. ABRAXANE
is thefirst biolagically interactive nanoperticle product leveraging this gp- 60/caveolin-
1/caveolae/SPARC mthway to increaseintra-tumara concentration of the dug and
reducing toxic effeds in namal tissue.
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2.2.3. Predinical Studieswith ABRAXANE

Preclinical studiescomparing ABRAXANE to Taol® (paclitaxel Cremophof® EL
solvent-based, BMS) demonsteted lower toxicities, with amaximum toleated dose
(MTD) appraximately 50% higher for ABRAXANE compaked to Taxol. At equal
doses thee was lessmyelosuppessionand improved efficacy in axenograft tumor
model of human @mmary adenocarcinoma. At equitoxic doses of paclitaxel,
ABRAXANE treded groups showed morecomplete regressions, loger time to
reaurrence, longer doubling time, and prolonged survival. At equal dose tumor
paditaxel area under the curve was 33% higher for ABRAXANE versus stvent bagd

paclitaxel, indicating more effective intratumaral accumulation of ABRAXANE®.
2.2.4. Clinical Studieswith ABRAXANE

Every-Three-Week Q3W) Schedulan Metastdic Breast Carmer

In aphasel study, the MTD of ABRAXANE was determined to be 300 mym? by 30
minute irffusion Q3V, without pemedication or G-CSFsupport! No svere
hypersensitivity readions accurred with ABRAXANE despitethe absence of
premedcaion. Dog-limitingtoxicities included ensay neuropathy, siomatitis, and
superficial keratopahy, which occurred at a dase of 375 mg/m?.

Two multicenterphasell studies have evaluated 2doselevels of ABRAXANE (300

mg/m?, n=63,and 175 ny/m?, =43) in mtients withmewstatic lveast cancer (Ibrahim
et al 2005and Investigator’ s clBure, despectively). The owral responseaates in these
2 phesell trials were 409%(95%Cl 25-54%) for the 175 ny/m? dose and 48%(95%ClI
35-60%)for the 300mg/m? dose. Of 39 patientsreceiving 300 my/m? as first-line
therapy for metastatic breast cancer, 64% (95% Cl 49-79%) responakd. This vas
contrastedwith a45%responserate in similar @tients at thdower dose led. Grade 4
neutropenia was notd in 24% ofpdients at thehigher dose level, occurred primarily
during thefirstcycle and resolvedrapidly.

A Phaselll trid in patients with metasgtic breast cancer compared ABRAXANE 260
mg/m? (n=229)to Taxol 175 ny/m? (n=225)given Q3N .° Efficacy anal yses were based
on thelTT population. TheORR was spnificantly greaer for ABRAXANE than for
Taxol for all patients 33% Vv 19%, respedively; P = 0.00J), patients who reeived first-
line therapy (42%v 27%, respectively; P = 0.02), patientswho received second-line or
greater therapy (27%v 13%, respectively; P = 0.006), and petients who lad received
prior anthrecycline therapy in eitherthe adjuvant/metasttic setting (34%v 18%,
respectively; P = 0.0@) or the netastatic €tting only (27%v 14%,respectively; P =
0.010). Tumorresponseate was also gnificantly higher for ABRAXANE thanfor
Taxol in patients with vicera dominant lesions (34% 19%, respedively; P = 0.002)
and in patientsged younger than 65years (34%vV 19%, respectively; P < 0.001). ORR
also was greater for ABRAXANE compaed with standrd palitaxel in patients with
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nonviceaa dominant lsions (34%v 19%, respectively) and in patient$ 65 years old
(27%vVv 19%, respectively), but theresults did noteach statistcd significance because
of the small numbenpf patients in these subsets.

Median time to pogresson (TTP) was sgnificantly longer with ABRAXANE than
with Taxol for all patients (23.0v 16.9 weeks, respectively; hazrd ratio [HR] = 0.75;P
=0.009.

Therewas a tend for greater median suvival for all patients tieatedwith ABRAXANE
than with Taxol (65.0v 55.7 weeks, respectively; P = 0.374. Although no diferencein
survival was doserved in first-line petients, thedifference was sttisticdly significant in
patients whoaceved ABRAXANE, compaed to Taxol, as gcond-line or greater

therapy (56.4v 46.7 weks, espectively; HR =0.73; P = .024.°

Theincidenceof hypersensitivty readions (any grade) was low for botharms (1% for
ABRAXANE and 2%for Taxol). No severe (grade 3 or4) treatment-related
hypersensitivty readions acurred in any of thepatients in theABRAXANE group
despitethe absence of premedicdion. In contrast, grade 3 hypersensitivity readions
occurred in theTaxol group despitestandrd premedcaion (chest pain, two petients;
alergic readion, three patients). Rer protocol, caticosteoids andantihistamines were
not administered routinely to patients in thd\ BRAXANE group; havever,
premedcation was admnistered for emesis,myalgia/arthralgia, oranorexia in 18
patients (8%0) in the ABRAXANE group in 2% otthe tieatment cycles, whereas 224
patients (>99%%) in the Taxol group lecaved premedication in 95% ofthe cycles.

Although the m@tients inthe ABRAXANE groupreceved an average @aditaxel dose
intensity 49%greaer than thatreceived by patients in the Bxol group,the ircidence of
treament-related grade 4 neutropeniawas spnificantly lower in the ABRAXANE
groupthan in theTaxol group (9% Vv 22%,respedively; P < 0.00J), with a hgher mean
neutrophil redir (1.67v 1.31x10°/L, respedively; P = 0.046), suggesting that
polyethylated castor oil may have contributed to this bxicity in patients who eceived
stanard (solventbased) paditaxel ™.

As expededwith ahigher doseof paclitaxel, treament-related grade 3 sensay
neuropathy occurred more fequently in the ABRAXANE arm than in th@axol aam
(10%vV 2%, respectively; P < 0.00]); however, thesespisodes improved with
interruption of teament tograde 2 or1 in a medan 22 days andwere easily managed
with treatment interruptionand doseeduction. By day 28 after its first accurrence, the
numkber of patients with pesistentgrade 3 nsay neuropathy was the ame(n =4) in
both stuly arms. Noepisodes of motorneuropathy or grade4 sensory neuropathy were
reported in eithegroup.

Theonly clinica chemistry value that was ndably different between the two teestment
arms was higher serum glucoselevels in theTaxol-treated patients, whoalso had a
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higher incidenceof hyperglycemiareported as an AE compaed with ABRAXANE—-
treated mtients (7% v 1% respectively; P = 0.003.

Sulgroup analyses reveded that the sfety profiles of ABRAXANE (F97)and Taxol (r=30)in
patients whoreceivedthe drugs as fird-line therapy were similar to thosein the overall study
population.In subgroup analyses by age, thereported AEs weresimiar in patients <65 years
old and patients 2 65yearsold in bothgroups.Of the patients2 65 years old, the iridences
of the following AEswere notably lower in the ABRAXANEgroup (n=30) than in the Taxol
group (n=32): reutropenia (23%v 59%,respectively), leukopenia (10%v 31% respectively),
nausea (20%v 38% respectively), hyperglycemia (0%v 19% respectively), and flushing(0%v
16% respedively). These data indicate no additional sfety concernsfor ABRAANE in
patients 2 65 years old compared with younger patients.

Six patients (%) in theABRAXANE groupand eight patients4%) in the stanerd
paclitaxel groupdied duing the stuly, all as aresult of disase pogression. No
treatment-related deahs ocurred in the ABRAXANE group; e patient (< 1%) in the
Taxol groupdiedof multi-organ failure, which was casidered by the inwvestigator tobe
possildy related to treatment but may also have been aresult of spsisand/or
progressive disese.

Weekly (QW) for 3 Weeks, Every 4 Weeks Shedule in Metastatic Breast Carer

Thirty-nine patients were enrolled intoa Phesel study of ABRAXANE

adminisered QW for 3 weeks followed by a1 week rest in patients withadvanced solid
tumors.® TheMTDs for heavily and lightly pre-treated mtients were 100and 150
mg/m? respeetively. Dose limitingtoxicities includd grade 4 neutropenia and grade 3
sensory neuropathy. Premedicaion was notrequired, and urexpeded, non-taxane
assocéted txicitieswere not obgrved.

In aPhesell trid in heavily pretreaed patients with exane-refractory metstatic lreast
cancer, objective antitumorresponses ocurred in 14% of wonen treated with
ABRAXANE 100 niym? QW sctedule. ABRAXANE weekly regimen was well
tolerated; 91% of106 tients weretreaedat thefull doseof 100 mg/m? of
ABRAXANE without doseaductions. Based on theadivity and low taxicity
documentd with this €hedule, thestudy was expanded to exduatethe eficacy and

safety/tolerability of a higher doseof ABRAXANE 125 ny/m? weekly regimen in 75
additioral patients Results of thisdosefinding study confirm thedoseof ABRAXANE

100mg/m? as the apprapriate dosefor furtherstudy in this patent popubtion.”

In an open-label, randamized, multicenterphasell study comparing the antitumor
responsend toxicity of two QW dosingegimens, ABRAXANE dosedQ3W, and

Taxotere® (palysorbate solvertbased dacetaxel Sanofi-Aventis] Q3W for thefirst-line
treatment of messtatic reast cancer.” A total of300 mtients were randomized to one
of four treatment ams: (A) ABRAXANE 300mg/m? IV Q3W, (n=76); (B)
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ABRAXANE 100 nym? IV Day 1,8,15every 28 days (n=76); (C) ABRAXANE 150
mg/m? 1V Day 1,8,15every 28 days (n=74); or (D) Taxotere 100 ng/m* Q3W (n=74).
Theprimary objective of thetrial was to evaluatethe antitumoradivity and safety of
threedifferent ABRAXANE regimensto determinethe optinal doseand frequency to
be usedSemndary objedives includedhe comparisons ofeach treament groupwith
respect to efficacy and sfety, gpedficdly: ABRAXANE to Taxotere; ABRAXANE
QW regimens toABRAXANE Q3W regimen; and the two dostevels of QW
ABRAXANE. Patents eceved ABRAXANE as a 3-minutelV infusion without
premedcation; Taxotere was adminisiered as a 60-minute irfusion with ceticosteoid
premedcation. The primary effi cacy endpoint was ORRssesed every 8 weeks inall
treatment armsby usingthe RECIST guidelines. he sswndary efficacy endpoints
includedtota respons§ORR +SD >16 weeks) and FFS. Tumormresponse esults
underwent anevauationby the investijators,as well as an Independent Radiology
Review (IRR). If apre-set level of congruence was olserved between the tumor
responses ekcribed by the investigatorsand thelRR, only thetumorresponseassesed
by investgatorswas reported. Total of 75% of dl patients were pog$-menopusalwith a
mean age of 53.9 years at randomization.

Both ORRs andotal responserateswere higher in all ABRAXANE armscompaed to
the Taxotere arm. Theinvestigator-reported ORRS vere 46%, 63%,74%, and 3%, for
arms A,B, C, andD, respedively. This difference was sttisticdly significant for both
QW dosingarms of ABRAXANE compaed with Taxotere, (P = 0.002 forarm B v D,
andP

<0.001for arm Cv D). Thecorresponding investgator-reported total responseates
were 72%, 83%, 91%and 69%for thefour arms, espectively. This difference reached
statisticd significance for arms Band Ccompaed to Taxotere (P = 0.009for arm B v
D, and p=0.005for arm Cv. D). No ggnificant differencein ORRwas notd between
the two weekly doshgarms(arm B v C, P = 0.24). A significant increasein PFS was

obseved in the150mg/m? QW arm compaed to theTaxotere arm (14.6v 7.8 months,
respectively, P =0.012, lazard ratio 0.57. No significant difference in PFS was found
between the ABRAXANE 300 niym? Q3W arm and Taxotere arm (A and D).

Similarly, PFS was not sgnificantly different between arms Aand C, or arms Bind D.

All three ABRAXANE arms cemonstated afavorable sfety profile when compaed
with the Taxotere arm. Toxicity data ocurring in >25%o0f patients is summiazed in
Table Il. The mostfrequent henatologic adverseevent was neiutropenia, with
significantly lower rates of Grade 3/4 reutropenia in all ABRAXANE arms (Grade 4,
5%, 5%,9%, 75%for aams A, B, C, D,respectively). ABRAXANE aso had lower
rates of brile neutropenia (1%, 1%, 1%, 8%for arms A, B, C, D, espedively) and
fatigue (Grade 3, 30, 0%,3%, 19%for aamsA, B, C, D,respectively) compaed to
Taxotere. While the inrcidence of sensory neuropathy was similar in theABRAXANE
and Taxotere arms, the nedian timeto improvement in patients with ade 3
neuropathy was shorér in al three ABRAXANE arms (22,22, 19and 37 @ys in ams
A, B, C andD, respectively). The ABRAXANE armsdemonsteted improved s&ety and
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increased effi cacy compared with Taxotere. All three ABRAXANE regimens produed
lower rates ofneutropenia, febrile neutropenia, and fatigue thanTaxotere.

Continuous Wekly (QW) Schedulan Neoadjuvant BreastCancer

TheNSABP studed theadministation of ABRAXANE in aneoadjuvant

setting to patients with lodly advanced bresst carcer at adoseof 100 mg/m® QW for
12 weeks, with no beak.? Four cycles offlurouradl- epirubric hydrochloride-
cyclophosplamide (FEC) were administered sequentially based on @i e nhtunsah
epidermal growth factor receptor (HER2) status: HER?2 egative patients received FEC-
100(F: 500 mym?, E: 100 ng/m?, C: 500mg/m? Q3 weeks) and HER2 positive
patients received weekly trastuizumab inaddition toFEC-75 (F: 500mg/m?, E: 75
mg/m?, C: 500 ng/m? Q3 weeks). Weekly trastizumabwas pemitted during
ABRAXANE and FEC-75 treatment at thedisaetion of the investjator. The primary
obijective of thetrial was to determinethe pthologic complete responserate (pCR) in
thebreast. Seandary endpoints includegCRin breast and nales, clinical complete
resporse rate (CCR), 2year progression fee survival, and overall survival. Sixty- five
patients were evaluable for analyses. Thetherapy was well tolerated, as 63 0f65
patientsrecaved 4 cyclesof ABRAXANE with 1 to 3 ofthe 12 doss omitted in 4
patients. Of the774 planed doses of ABRAXANE, orly 14 (2%) required dose
reductions or omissions. Theean duation of ABRAXANE treament was 12.3 weks
(range 9 to 14 weeks). The mean dosentensity was 94.8mg/m2/week (range 72.5 to
100 ng/m2/week). A total of 62 ptients went on to keceve at least onedoseof FEC
with 58 completing 4 cycles,which resulted in 88% ofpatients whowere initiated on
therapy completing al planned chemotherapy. No gade4 or 5 adverse

events were reported duingthe ABRAXANE trerapy. The mostfrequent grade 2 toxicities
were fatigue, nausea, sen®ry neuropathy, joint pain,and diarhea. Theincidencesof grades 2
and 3 £nsay neuropathy were 11%and 3% respedively. The incidences ofgrades 2and 3
neutropeniawere 6%and 3% respectively. Following12 weeks of ABRAXANE, acCR of 34%
was noted. The pCRin breast was 29%and for the HER2+ suled, the pCRwvas 58%. The

authors concluded that the administration of ABRAXANE100 rrg/m2 QW x12 was both
effective and tolerable.

At the timeof this updag, morethan 20abstracts and publcéions have been presented
at major oncology conferences orpublishedn medical journals related to ABRAXANE
QW scledule inbreast cancer, including completedand angoing studies.

In MetastaticNon-Small Cell Lung Cancer

Phesell trials of ABRAXANE in lungcancer as monotterapy ° and in combiretion
with carboplatin'® have shownresponseratesas high as 39%. Tlesestudies siggested
that theclinical outcomeswere improved with weekly ABRAXANE (at 100 ng/m?)
versusevery 3week ABRAXANE in combination wittcarboplatin ewery three
weeks.® A phaselll trial randomized petients with NSCLC to receive either
caboplatin/ ABRAXANE or carbopatin/peclitaxel. Carboplatin was administeed at
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an AUC of 6every 3 weeks, and patients received either ABRAXANE 100 ny/m?
weekly without pemediaion (n=521)or peclitaxel 200 nym? every threeweeks with
premedcaion (n=531). Theprimary endpoint was owerall responserate, and sscondary
endpoints included qogression fiee survival and overal survival. Theresponseates
were spnificantly higher in the carbopdatin/ABRAXANE arm, 33%vs. 25%(p- 0.005.
Thesedifferences were more pronournced in thesubset opatients with sqamouscdl
cacinoma: a 41%resporse rate with ABRAXANE in combiration with carboplatin vs.
24%in thepaditaxel arm. Toxicities were similar between thetwo arms, with hgher
rates ofgrade 3 neutropenia, reuropathy, myalgias,and arthralgias on the pclitaxel
arm, and higher rates ofgrade 3 anemia and thrombaytopenia on the BRAXANE
arm. Median progressionfree survival was 6.3 months in thABRAXANE group
versus 5.8 months in theontrol group(p=0.214). Median owerall survival was 12.1
months in theABRAXANE arm versusl1.2 months in the sodnt-based paclitaxel
group (p=0.271)."? Based on this trial, MRAXANE is FDA approved in conbination
with carboplatin for front-line treament of patients with adanced non-smallcdl lung
cancer.

Carboplatin

Carboplatin is acommorly usedagent in messtatic nm-smallcdl lung cancer 2 It is
frequently usedin combination with other chemotherapeutic agents, including
paclitaxel,® docetaxel,*® and gemcitabine.** 1t will be dosed according to sendards
based onABRAXANE dosingat anAUC of 6, as @ culated acording to institutional
standards.

Rationale

ABRAXANE, based onresults fom priorstudies dicussedsbove, appearsto bea
promisingdrug in squamouscdl caccinomaof thelung. In aphasell trial, carboplatin
(AUC of 6 every threeweeks) combined with weekly ABRAXANE at 100 ng/m? had
improved responseates \ersusa groupreceiving carbogatin with every three week
ABRAXANE (47%vVs. 30%)."° Based on this dat, adosng shedule ofcarboplatin at
anAUC of 6on day 1 of athreeweek cyclein combiretion with ABRAXANE a 100
mg/m? on days 1, 8,and 15 vas selected forfurther study. In thephaselll study with
this combiration, combiration theapy with ABRAXANE and carboplatin produced
higher responseates than paditaxel andcarboplatin in metasetic nonsmallcdl lung
cancer (33% vs. 25%, =0.005. Thedifferencein responseate was even more
dramaticfor patients with sqamouscdl cacinoma, with 41%respording to the
ABRAXANE/carbopatin combiration, and oy 24%respondng to thestandrd
therapy of paditaxel/carboplatin. Progressionfree and owerdl survival were non-

inferior with ABRAXANE and carboplatin.*?

This study will help to explorethis combiration morethoroughly in thesulgroup of
patients who lad thebestresponse in por studies(i.e., patients with sqamouscdl
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cacinoma), aswell as deerminewhether there are any biomarkers which can predict
for response.

SUBJECT SELECTI ON

3.1. Accrual

Approximately50 subgds will beenrolled over an enrollmentperiod of 24 monthsn
order to accrue 45 evaluable subjects (Section 18ut&)im anayses will be conducted
after theenroliment ofsubea 15,and30 evaluablesubgds.

3.2. InclusionCriteria
Subjects must meet all the following criteria:

1 Histologically confirmed stage IV non-smallcell lung cancer with
predominantly squamous histoloy.

1 No prior systemic trestment for metstatic digase. Patientswho have
received prior adjuvant chemotheapy for early-stagelung cancer are éigible
if a least 12 months é&wve elapsed between the date of final chemotherapy
administration and the dat®f consant.

1 Patientsmust lave measurable disase, defined as at least one ésion thet can
be accurately measured in at least one dinension(longest diameterto be
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recorded for non-nodal lesionsand shortaxis for nodd lesions)as >20 mm
with conwentional techniques oras>10 mm withCT scan, MR, or calipers by
clinica exam. RECIST 1.1will be used to neasure diseaseper Section 12.
Biopsy accessible digase.

Patients with previous radiotherapy as dcefinitive therapy for locally advanced

nonsmallcdl lung cancer are eligible, as long as thereaurrence is outsidethe

original radiation therapy port. Definitive radigtion theapy must tave been
completed >4 weeks prior to thedate theinformedconsent is signed.

Age>18 years.

ECOG mrformance status<l.

If patient has krain metastasis, thaediseassemustbe stable(treated and/or

asymptomatig, for at least4 weeks prior to the first dose of study treatment

Bilirubin < 1.5 ny/dL.

Adequate liver furction: AST and ALT < 2.5xupper limit of normal, alkaline

phosplatase< 2.5x upper limit of normal, unless boneetstasis is prsent

(<5X upper limit of normal)n theabsenceof liver metastass.

Adequate bane marrow function: Platelets >100,000cdls/mm? (transfusion

independent, defined as not receiving platelet transfusions within 7 days prior to

laboratory sample

Hemoglobin > 9.0y/dL, and ANC > 1,500cdls/mm.?

Adequate renal function with creatinine <1.5mg/dL is recommended

Femaleof childbeaing potential (defined as a sexually mature woman

who (1) has not undergone hysterectomy [the surgical removal of the

uterus] or bilateral oophorectomy [the surgical removal of both ovaries] or

(2) has not been naturally postmenopausal for at least 24ccbinse

months [i.e., has had menses at any time during the preceding 24

consecutive monthsmust:

1 Either commit to true abstinerfcéom heterosexual contact (which
must be reviewed on a monthly basis), or agree to use, and be able to
comply with, effedve contraception without interruption, 28 days
prior to starting IP therapy (including dose interruptions), and while
on study medication or for a longer period if required by local
regulations following the last dose of 4Rd

7 Negative serum orurine B-hCG pra@nancy testat screening for
patients ofchildbeaing potentid and agree to ongoing pregnancy
testingafter the end of study therapy. This applies even if the subject
practices true abstinence* from heterosexual contact

Sexually adive males mustpracticetrue abstinenceor usean effective

contraception method duringtreament, during dose interruptionsand for

six monthsafter completing treatment even if he has undergone a successful

vasectomyPatients must fave < Grade 2 pre-existing periphera neuopathy

(per CTCAE).

Abili ty to urderstand and the willin gness to sgn awritten informedconsent

10
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document.

*True abstinence is acceptable when this is in line with the preferred and usual
lifestyle of the subject. [Periodabstinence (eg, calendar, ovulation,
symptothermal, posivulation methods) and withdrawal are not acceptable
methods of contraception].

3.3. ExclusionCriteria
Subjects must not med any of the following criteria:

Recaved priorsystemicherapy for metstatic disese.
Recaving any otherinvestigational agents.
Known hypersensitivity to either carboplatin or ABRAXANE.

Uncontrolled and current iliness includimg, but not limited to, ogoing or adive

infection, symptomatic congestive heart failure, unstble angina pedoris, cardac

arrhythmia, or psychiatricillness/saial situations that woulimit compliance with

study requirements.

Pregnant or kreast feeding.

Otheradive malignancies.

Neuropathy > grade 2.

Subject has received limited field radiatoror pal | i ati on < 2 wee
study treat ment and/ or fr omirradiatedn = 30 %

E N

E N g

4. INVESTIGATION AL PLAN
4.1. Milestone Date Definitions

Eligibility date : the date of the last documented criterion that confirmed subject
eligibility.

Enroliment date: the date of initiation of carboplatin + abraxane treatment.
Treatment Discontinuation date the date the investigator decided to discontinue
subject from carboplatin + abraxane treatment.

Off Study date: the date on which theubject is determined to have completed the
study (seésection 5.5).

4.2. Overall Study Designand Plan

This is a sigle center, angle arm phesell study. Following informed consent and
eligibili ty chedk, al subjeds will recave therapy with carboplatin and

ABRAXANE. In the first stage of this study, 15 evaluable (as defin&tation

13.3) patients will be enrolled. All enrolled subjects will continue with study
treatment for six cycles, or until progression (radiographic/clinical), unacceptable
toxicity, investigator discretion, or consent withdrawal. If 3 or more responses are

11
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observed in the first stage, an additional 15 evaluable subjects will be enrolled. If a
total of 7 or more responses are observed in the second stage (of 30 total subjects), a
final 15 evaluable subjects will be enrolled.

Datafrom this stdy will be colleded onelectronic casereport forms @CRFs) and
stared in theCTMS.

4.3. Registration/Enrollment

Subjects will beregistered in theCTMS and assigred aStudy ID. The Study ID
number will begin with “LCI” and indudea two doit numberseqentially assgned
to thesuljed. (e.g. “LCIO 1 Will be the Study ID assigned to thefirst subjet.)

TREATMENT PLAN
51. PreTreatment

No protocotrelated assessments ray be performed priorto obtaining informed
conset. Baseline assesments will beconduwcted acording to theStudy Calendar in
Sedion 6.12and Sedion 7.1.

5.2. Agent Administration

Treament will be administered onan outpatientoasis. Reported adverseeventsand
potential risks e described in Sedion 10.Appraopriate doseanodificationsare
described in Sedion 8. No investigational or commercial agents or tlerapies other
than thoselescribed telow may be adminisiered with theintent to trest thesubed's
malignancy.

5.2.1. ABRAXANE

Subjects will recave ABRAXANE intravenousy at a doseof 100 mg/m®on days 1,
8 and 15 ofa21 dhy cycle.

Premedicdion

Subjects do notrequire premedcation prior to ABRAXANE administration, as
hypersensitivity reactionsare rae. Corticosteoids foranti-emetic puposesnay be
used per institutional séndards.

Although the solubilting agents Cremopha® EL and Tween® 80 have longbeen
implicated inadverseevents ircluding hypersensitivity readions dueto their

12
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detergent-like natureand known ability to induce hiseminerelease®®, the

administration of solvent-based taxanes (Taxol™ and Taxotere") requires
premedcation with corticosteroidsand histamineeceptor blocking agentsto
prevent theoccurrence of hypersensitivity readions. Havever, thehypersensitizing
role ofthetaxanemolecules themdvescannot beruled out.

In the unlikéy event of amild hypersensitivity reaction, premedcation may be
adminisiered usngthe pemediation reginmen the institutiortypicaly usesfor
solvent based paditaxel. In therare event of a severehypersensitivity readion,
discontinueABRAXANE.

Availability
ABRAXANE will be sipplied as commecial drug acording to package
insat paameers and providedby the institutioral phamacy.

Storageand Stablity

Storage: Storethe vials in orginal cartonsat 20°C to 25° ((68° Fto

77%F). Retain in theoriginal packageto proed from bright light.

Stability: Unopened vialsof ABRAXANE aresteble until the @dte indicaed on the
package when staed between 20°C to 25°C(68°Fto 77F), in the aiginal padkage.
Neither freezing nor refrigeration adversely affects thestability of the praluct.

Refer to thepackageinsert for additional infamation.
Study Medication Administration

ABRAXANE is inededinto avein [intravenous (.V.) infusion] over 30 minutes.

The useof an in-line filter is not recommended. Following administration, the
intravenous line should be flushed with sodium chloride 9 mg/ml (0.9%) solution
for injection to ensure complete administration of the complete dose, according to
local practice.

Reonstitution anduseof ABRAXANE
1. Cadculate hesubpd’ body suface areaat thebeginning of each
cycle and if the weight changes by > 10%,from baseline weighte-
cdculatethe total doséin mg) to beadministered by:

f Tota Dose(mg) = BSA x (study dosemg/m?)

2. Calculate thetotal number of vials required by:
1 Total Numberof Vials =Tota Dose(mg)
100 (mg/vial)
Round up the nund of vials to baemnstituted to the ext higher
wholenumbemnwhen afractional number of vials isobtaired by the
aboveformula(e.g., if the total number of vials =4.05 or4.5, then 5

13
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vials would berecnstiuted).

Usingsteile technique,prepare the vials for reconstitution.

3. Swab therubber stoppers with alcohol.
4. Asepticdly, reconstituteeach ABRAXANE vial by injeding 20 mL of
0.9%Sodium Chloriddnjection, USP.
1 Slowly inject the20 mL of 0.9% Sodium Chlorile Injection,

T
T

USP, over aminimum of 1 minug, usingthe steile syringe
directing the solution flowonto theinsidewall of thevial.

DO NOT INJECT the0.9% Sodium Chloriddnjedion,
USPsolutiondirectly onto thelyophilized cake as this will
result in faaming.

Once the ingction iscomplete, alow thevial to sitfor a
minimum of 5(five) minutes to enste proper wetting of the
lyophilized cake/powder.

Gently swirl and/or inwvert thevial slowly for at least 2
minutes until completdissolution ofany cake/powder occurs.
Avoid generation of foam. Rapid agitation or shaking will
result in foaming.

If foaming or clumpingoccurs, sand solution ér at least

15 minutes until fam subsides.

Each ml of reconstituted poduct will contain 5 mgof
paditaxel.

5. Cdculate theexad totaldosingvolumeof 5 mg/ml suspension
required for thesubed:

T

Dosingvolume(ml) = Total dosgmg) / 5 (g/ml)

6. Thereconstituted sugmsion should benilky and homageneous

14
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without visible rticulates. If particulates orsetting are visible, the
vial should begently inverted again to ensurecomplete resuspension
prior to use.Discard the econstituted susgsion if predpitates are
obseved.

. Oncetheexad volume of econstitutedABRAXANE has ben

withdrawn from the vals, disard any excess solution |& overin
acordance with standrd operating procedures.

. Furtherdilution is not neessay. Inject thecdculated dosingvolume

of reconstitutedABRAXANE suspnsioninto an empty steile,
standrd PVCIV bagusngan injection pat. Inject pependicuarly
into thecenterof the injedion pat to avoid dislodjing plasticmaterial
into thelV bag.

. Administerthe calculated dosingvolumeof reconstituted

ABRAXANE susgnsionby IV infusion over30 minutes. Theiseof
in-line filters is not ecommended because thaeconstituted solution
may clog thefilter.

5.2.2. Carboplatin

Subjects will recave carboplatin atan AUC of 6on day 1 of a21day cycle.

Carboplatin is a standrd treatment for NSCLC. Caboplatin isadminisiered after
ABRAXANE by intravenous irfusion ower 60 minutes with staradd antiemetics
per local pradice guidelines. Thecarboplatin dosewill be cdculated per
institutional séndards.

Duration of Therapy/Treatment Discontinuation

In theabsence of treament debys due to adversevent(s), treament may continue
for up to sixcycles oruntil one ofthefollowing criteria applies:

= = =4 4 E

Diseaseprogressia;

Intercurrent iliness that prevents further administation of

treatment;

Unacceptableadverse event(s);

Subject deddes to withdaw consent fothe stuly therapy

Genera or spedfic changes in thesubgct's candition render thesubgct
unacceptablefor further trestment in the judgmentof theinvestigator;
Subject non-compliarce

Subjects who discontinue their treatment earlyare still considered to be orstudy
and may continue to participate in study procedures (e.g. labs, scans, tll-up).

15
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Follow-Up

Subjects will befollowed until desth, three years of follovup have occurredr lost
to follow-up following cessaton of treatment. Subjectgor thar family membea's or
designees) may be contacted by telephoneor in writing or during clinic visits dter
treatment discontination for collection of follow-up cbta every six months ufil
deah or lost to followup. Follow-up clinica informationmay also be okdined
through chart reviews. Subjects who discontinued treatment for unacceptable
adverseevents will befollowed until resolution or stabikzation of the adverseevent
acording to sendard of care procedures. Subjets who discontinue ¢etment for
any reasonwill continuefollow-up.

Off-Study

Subijects will beconsidered off study for any of the following reasons:
1 Completion of 3 years of followp from enrollment date

1 Consent withdrawal

1 Determination by Princigl Investigator

1 Lost to follow up

1 Death

Off study subjects will not receive study treatment or ppdte in any study

procedures, including data collection.

5.5.1. Subject Withdrawals

Subjects are defined as withdrawn from the study if they revoke consent for both
treatment and study procedures or the Investigator withdraws them from the study.
Subjectanust be withdrawn from the trial for the following reasons:

1 Subject withdraws consent from study treatment and study procedures. A
subject must be removed from the trial at his/her own request. At any time
during the trial and without giving reason, a subjeay decline to
participate further. The subject will not suffer any disadvantage as a result.

1 Subject is lost to followup after three consecutive months of attempted
contact.

Subjectamay bewithdrawn from the study by the Investigator for the following
reasons:

1 The subject is nowompliant with study drugstudyprocedures, or both
(as determined by the Investigatdncluding the use of antiancer
therapy not prescribed by the study protocol.
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1 Development of an intercurrent iliness or situation whictuld, in the
judgment of thénvestigatory significantly affect assessments of clinical
status and trial endpoints.

Any subjectwho withdraws themselves or who is withdratneom thestudy by the
Investigatowill remain under medical supervision untischarge or transfer is
medically acceptable.

In all cases, the reason for withdrawal mustibeumentedn the subject's medical
recordsand in the CTMS. Withdrawn subjects are considered to bstudi.

5.6 Screen Failures andSubject Replacements

Enrolled subjects who have discontinued treatment or who have withdrawn after
receiving their first dose of study drug will not be replacedoAsentedubject

who, for any reason (e.g. failure to satisfy the selection criteria or withdraws
consent), taninates participation in the study before receiving first dose of study
drug 1 s regar dedcrendaluesthay berreplaced. f ai | ur e.

All screen failures will be tracked in the CTMS.

Note that enrolled subjects who do not meet all of the criteria to be included in the
efficacy population (defined in Section 13.3) will be included in the safety
population (defined in Section 13.3). However, these subjectsetiltontribute

to the evluable population and therefore enrollment of subjects will continue until
the totalexpededaccrual of evaluable subjectsas been reached.

6. STUDY PROCEDURES
6.1. Informed Consnt

Written informedconsent will be obtaired from each subga prior to urdergoing
protocolspeific evaluationsand prior to receving treatment. Womenwill be
coungled regarding risk of teratogenicity and reed to usecontraception throwgh the
courseof the study. Menwill aso becounsled on the Bed to usecontraception
for al sexua encountes.

6.2. Demographics andMedical/Treatment History
A complete medical history will be obtaired at baseline, includingsmoking histay.
Any clinically signifi cant preexisting toxicity will also bedocumented in the
medical record and recorded on theeCRF. Medical history will be obtaned within
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30 dhys priorto the first doseof study medcaion. ECOG rformance status will
bedocumentd at bagline.

Physical Examination

Evauationby body system, height (pre-treament only), weight, andbody surface
area (BSA) will be documentd in themedicd record and recorded on theeCRF.
Vital signs will berecorded and includetemperature, blood pessue, pulserate,
respiratory rate, and axygen saturation. ECOGperformance status will beassesed.

Pregnancy Test

A serum orurinepregnancy test will be performedat €eligibili ty screening, within 72
hours priorto strting study drug treament, andas clinicdly indicatedfor women
of childbearing potential.

Symptoms and Toxicties

All adverseand sriousadverseevents will bedocumented in themedcd record
and recorded on theeCRF regrdless ofattribution onan orgoing basis throghout
the study.

Concomitant Medications

Any medcations otler than ABRAXANE and carboplatin will beconsidered a
concomitant mediaion and dog, route,frequency, administration and strt/stop
dateswill be documented in themedid record and recorded in theeCRF.

Clinical Laboratory Tests

Theblood-based clinical labaratory tests will irclude a complete blood count with
differential and platlets,acomplete metabolic panel (including sodium, potassium,
chloride, bicarboate, BUN, creatinine, glucose, cacium, albumin, total protein,
total bilirubin, AST,ALT, akaline phosplatase), mgnesium, phosphorusnd
LDH. CBC with differential will be obtaired at bagline and weekly prior to each
dose of ABRAXANE. Additional labs ircluding CMP, LDH, magnesium,and
phosphorusvill be obinedat baseline and every threeweeks frior to ead cycle
with carboplatin plus ABRAXANE. CBC with differential, CMP, LDH,
magnesium, and phosphorus will be repeated at cycle 1, day 1 if baseline labs are
not within 7 days prior to start of study treatmeé2BC with differential, CMP,
LDH, magnesium,and phospharswill be obtaired at end oftreament assessment.
Laboratory results will berecrded on theeCRF.
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Electrocardiogram
A standard e edrocardiogram (EKG/ECG)will be required at bagline.
Radiology and Tumor Measu ements

A CT (computd tomogaphy) scan with contast of the chest, pelvis andbdomen
will be performed according to theschedule outlined in &dion 612. Tumor
measurements will berecorded on theeCRF.

Tissueand Blood-basedBiomarkers

Therationale for tissuebased biomarker anaysisincludes thepossibility of
identifying predictive markers of benefit from carboplatin and/oABRAXANE.
Biopsies of tumordrom the gimary lesionand/orlymph nodeand/or metastatic
sitewill be colleded forexploratory analyses of biomarkers after subpct
enrollment, but prior to théirst doseof study drug. Archival tumortissue for
which adequate tissudor biomarker testing on prior biopsies nay be acceptable,
will be obtaired when possible. Archival tumor tissue mustdve been obtined
within the st 60 @ys and prior to any treatment and will bereviewed by the
Investigator. If thearchive sampleis of insuficient qualty or anount, anew core
biopsy will be required. New biopsies will befresh-frozen, colleded and gored in
the CHSBiospeimen Repositay for batch analysisat theend ofthe stuly.

A baseline blood sample will be colleced with additional blood colleted at the
subsegent time points acordingto the Study Calendar in dion 6.12,usngone EOA
10mLtube andtwo 9MLCPT tubs forblood cell separation and staage.

For investigational sitesunable to pocessperipherd blood mononuda cells
(PBMCs), obtin two EDTA 10 mL tubes oty. Spedmens will be divered to the
CHS Biospecimen Repositay to beprocessed within onehourof collection, and
stared for batch analysis at theend of the study.

Levine Cancer Institutewill analyze biomarkersin both tissuand blood including
thoserelative to teatment and esponsde.g., immunophentyping, biomarkers
related to immunebalance, etc.). Theimmunologybiomarker analysis will be
performed in theemmuneMonitoring Core Laboratory at Cannon Reseach Center,
Caolinas Medccd Center in Chalotte, NC (c/o Dr. David Foureau). These studies
will be defined in afuture related IRB-approved labaatory research protocol.

Subsequent Anti-cancer Therapy and Suvival Status

Subjeet’ sancer themapies and survial statusfollowing completion of treament
will be recorded in theeCRF.
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Required Procedures Baseline During Treatment End of Treatment Follow-Up
Within 30 days Every 3weeks, + 7 Within 30 days after Every 6 months
prior to treatment days, unless thelastdose of study | urtil deathor lost
initiation unless otherwise spedfied medication unless to foll ow-up
otherwise spedfied otherwise spedfied
Informedconsent X
Demographics X
Medical and Treamment xf
History
Physical Exam, Vital X X X
Signs, Oxygen Saturatio
Pregnancy Test X Within 72 hours If/whenclinically
(serum or urine)? prior to starting indicated
study drug and
if/whenclinically
indicated
Symptoms & Toxicities X X X
Concomitant X X X
Medications
Laboratory Tests xb xbP xb
EKG/ECG X
Radiology & Tumor X X X Xe
Measirements Every 6 weeks, + 14
days

Biopsy Tissue xd
Collection for Prior to treatment
Biomarkers initiation
Blood-baseBiomarkers X Xe X

Within 30 days Pre-doseonday 1 of

prior to treatment treament cycles
initiation 3,and 5.

Subsequent Anticancer X
Therapy
Survival Status X

a:In women of child-bearingpotential
b: CBC with differential will be obtained atbaselne and weekly prior to eachABRAXANE dose. CMP, LDH,
magnesium, and phosphorus will be obtainedatbaselne and every threeweeks prior to eachcycle of

cabopatin plus ABRAXANE dose. CBC with differential, CMP, LDH, magnesium, and phosphorus will be
repeated at cycle 1, day 1 if baseline labs are not within 7 days prior to start of study treatment
CBCl/differential, CMP, LDH, magnesum, and phosphorus will be obtainedatend of treament assessment.

c: Perstandard surveillanceguidelines, asclinicaly

indicated.

d: SeeSection6.10 for tissue collection requirements.
e:Pre-dose on day 1 of treament cycles 3, and 5 and per Sectbn 6.10.
f. includes smoking history at baseline only
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7. REQUIRED EVALUATIONS
7.1. PreTreatment Evaluations

Pre-trestment evaluationwill include saeening (to determinesubga €ligibility),

medcad history (including smoking history diaseling, physical examination, vital signs,
clinicd laboratory testsas described in Sedion 6,as well as ad/erseeventsassessment.
Freshor archived tumor biopsiearerequired priorto treatment initiation. Blood
samples for biomarker testing will be obtaired priorto trestment initiation.

Imaging tests, iluding comprehensive(at least chest, abdoren, and pelvis) contrast-
enhanced CTor MRI aimed at defining the extent ofexisting disease must be
performedand documened within 30 dys priorto thefirst doseof study therapy. An
EKG/ECG must also bgerformedand daumented priorto treatment initiation.

A negative pregnancy test for all women of childbeaing potential must be domened
before initi ating treatment.

Written inforomedconsent must be olgined prior to any study-spedfic screening
evaluationsand frior to receving treatment.

7.2. Treatment Period

Priorto each onstudy infusion, viel signs andCBC/differential/platelets will be
obtaired.

Vital signs, weight measurements, toxicty, concomitant mediaionsand adverse
events assssnents, fhysical examination, and labaatory tests(hematology and
chemistry profiles) will be performedwithin 7 days of day 1 of each cycle

Imaging studies andtumor responseassessmentwill be repeaed every 6 weeks (* 2
weeks), oras clinicaly indicated.

After initiating study treatment (cycle 1 day hlood samples forbiomarker testing will
beobtdned every 6 weeks (+ 2 weeks).

7.3. End of Therapy

Every subed will undergo an end-of-therapy evaluation at the timet is determined that
heor she is no loger eligible to recave study therapy. End of
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therapy evaluations will include viél signs,weight measurements, taicity,
concomitant mediaionsand adverse events asessments, pysical examination,
and labaatory tests(hematology and chemistry profil es) as well as imaging studes
with tumormeasurementsand blood forbiomarker testing. Theend of theapy
evaluation mustbe completedwithin 30 days after treatment discontination.

7.4. Follow-Up/Survival Period

All subjeds will be followed until all treatment-related toxicities have resolved,
returned to baeline, stailized, orare deanedirreversible according to sendard of
care procedures.

Subjects may be contacted by telephane or in writing, orduring clinic visits dter
treatment discontinuetion for colledion of follow-up infarmationappraximately
every 6 months until d&h or lost to follav-up. Follow-up clinica informaion may
also be ohtined through chart reviews.

Imaging studes andtumor assessmentwill be attempted per standard suneillance
guidelines(which may beas frequently as every 6 weeks + 2 weeks) until
docunentedprogression for subjects who tad acomplete response, jrtial response,
or stable disease, and/or discontiued study therapy dueto taxicity or ressons otler
than progressivedisease.

8. DOSING DELAYS/DOSE MODIFICATIONS

NCI Common Erminology Criteria for AdverseEvents (CTCAE)version4.0 will
be utili zed for grading toxicities. A copy of the CTCAE Version 4.0can be
downloaded from theCTEP honepage
(http://cEep.cancer.gov/protocol/Development/electronic_applicationsktc.him#cc_40).
All adverseclinical experiences, whetherobserved by the Investigator orreported
by the subgd, must berecrded, with detils about the duration and intensity of
ead episock, theaction taken with resped to the stuly drug, and the sulgad * s
outcorre. The Investigator mustevaluate each toxicity for its relationship to the
study drug and severity.

8.1. DoseModificationsfor ABRAXANE

Management ofsevere or intolerable adversereadions may requiredose eduction
and/or inerruption of ABRAXANE. Recommendations ofdose eduction,
interruption ordiscontinwtion in themanagement ofadversereactionsare
summaized in Table 1. Clinicd judgment ofthe Investigator shouldguide the
manaement plan okad subgd ba®d on individual lenefit/risk assesments.
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Table 1: Pre-spedfied dose/shedule modifications for adverseevents related to

ABRAXANE
Dosel evel Doseof ABRAXANE (mg/m°)
0 100
-1 75
-2 50

Recommendations fordosereduction, interruption, or disontinuation in themanaement
of ABRAXANE-related adverseeventsare outlined in Table 2.

Table 2: Criteria for dosemodifications for ABRAXANE-related toxicities

Toxicity

| DoseM odification

Abnormal Hematobgic Function

T ANC < 107 cHls/Ixand platlets
<100 x10° cdls/L

1 ANC < 10°céls/Ixand platlets <
75 x10° cdls/L.

1 Level 0 ABRAXANE doseshould not
beadministered at thestart of each
cycle unless ANC criteria are met.

1 Subjects must nee ANC andplatelet
criteria for subggquent ABRAXANE
dosegqdays 8 and 15). If the ANC and
platelets are not adequate for treatment
on Day 8 and/or 15, thedosewill be
held and the totakycle length remains
the ame.

Refer to Table3 for information on dose
reductions and guidelines for optmal use
of growth factors for hematologic toxicity.

Abnormal Hepatic Function

T ASTandALT < 2.5xupper limit of
normel, alkaline phosplatase< 2.5x
upper limit of normal, unless bone
meitstasis is pesent in theabsenceof
liver metasesis.

1 Maintainlevel 0 dosdevel (see Table
1). Hepatic toxicity from taxanes may
occur but is utommon. Therefore,
hepatic dysfunction thatoccurs while
thesubgd is on staly should promptan
evauation to aéterminethecause,
includingthe possibiliy of progressive
metstaticdiseaseand hepatotoxicity
from corcurrent medications.

23



Protacol Numbe: LCI-LUN-ABR-001
Version-2: November 11, 2015

Sensay Neuropathy

1 = r&e3

1 = r&ded

1 Withhold ABRAXANE. Treament
may be resumedkt thenext lower dose
level (see Table 1) in subsequent cycles
after thesensay neuropahy improves
to ¢ Grade 1. Thetime toresolution to
< r&del should beheadverseevent
duration used for adverse event
reporting. Note: Theinvestigator may
elect to dosemodifyfor Grade3
sensory reuropatty.

T Withhold ABRAXANE. Treatment
may be resumedat a reduction of 2
doselevels (DoselLevel -2; seeTable 1)
in subgguent cycles after thesensoy
neuropathy improves to¢ Grade 1.

Hypersensitivity Readions

1 Minor symptoms sah as flushing, skin
readions, dysprea, lower bad pain,
hypotension, orachycardia.

1 Severereactions, suches hypotension
requiring treatment, dyspnearequiring
bronchodilators, angioedema or
generalized urticaria

1 Temporrily interrupt ABRAXANE
infusionacaording to institutional
stanards.

1 Immediately discontinueABRAXANE
administration and kegin aggressive
symptomatic tlerapy. Subjects who
experience severe hypersensitivity
readions toABRAXANE shoud not be
re-initi ate trestment.

It is not recommended toadminister
ABRAXANE to subjects with prior
hypersensitivity to a tagne.

Other toxicities

1 2 Grade3, except for anemia

1 Treatment should bevithheld until
resolution to¢ grade 1 or basdline if
baseline was greder than grade 1, then
reinstituted, ifmedicdly appropriate, at
the rext lower doseleve (see Table 1).
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Administer G-CSF5 mcg/kg/day (rounded to theneaest vial size per investigator/
ins t i t uéndaal aof taw) 24hours after chemotherapy and hold 48 hars prior

to thenext dose.

Table 3: Useof G-CSF and Dosereductions for Hematologic Toxicity

Toxicity Occurrence | Action to be Taken
ANC <500cdls/mm® Any At the first oaccurrence of a
(nadir count)with Occurrence | hematolajical toxicity (as outlired in
neutropenic fever > 38°C the Toxicity column), the samedoseis
OR maintaired and granulocyte colony-
Delay of next cycle dueto stimulating factor (G-CSF) is given as
persisent neutopenia outlined Elow. In the event thet a
(ANC < 1500cells/mm?) hematolayical toxicity re-occurs in the
OR face of G-CSF, daose reduction to the
For subpds onweekly next lower level will be required for
treatment whosenext subgquent cycles aice ANC is? 1500
treatment within thecycle cdls/mn’.
(Day 8 orDay 15) is
omitted dueto peasistent If G-CSFis given concurrently with
neutropenia weekly ABRAXANE, administration
(ANC < 1000cells/mm?®) may begin theday after ABRAXANE is
(i.e. ANC still <1000 given and should stopt least 48 hours
cells/mm® after previous prior to when ABRAXANE isgiven the
week’s omission) following week.
OR
Neutropenia
< 500cdls/mm® for > 1
week
1 Thrombaytopenia 1% 1 Dosereduction tonext lower level.
Grade 3 or Grade4 Occurrence
Reaurrence | 1 Dosereduction to net lower level.
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Concomitant Medications

Suppative care, including but not limited toanti-emetic nedications, may be
adminisiered at thedisaetion of theinvestigator. Concurrent treatment with
bisphosphoaes is alloved. Eythropoietin nay beadministered at thediscretion of the
Investigator, consistentwvith institutional guidelines.

Caution should beisedwhen concomitanty administering ABRAXANE with
inhibitors (e.g., ketocanazole and otherimidazoleantifunga's, eythromycin, fluoxetine,

gemfibrozilm cimetidirg, ritonavir, saquinavr, indinavir, and relfinavir) or induers
(e.g., rifampicin, carbamazepine, ptenytoin, efavirenz, and revirapine) of either
CYP2C8 orICYP3A4.)

8.2. DoseModificationsfor Carboplatin

Dosemodifications forcarboplatin canbe madeat the Investigator’' s disaetion in
acmrdance with thepadkageinset and institutioal standards.

SAFETY DATA COLLECTION, RECORDING AND REPORTING
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Safety assessments witlonsist of monitoringnd recrding all adverse events and
seriousadverse events, theregular monitoring of hematolayy, blood demistry values,
and regular measurementof vital signs and theperformanceof physical examinations.
Theseassessments shimlbeperformed within £ 7 days of the scheduledday of
assessmeraxcept for adverseevents which will be evaluated continuousy through the
study. Safety and tolerability will be assesed acardingto theCommon Erminology
Criteria for AdverseEvents (CTCAE) wersion 40. All adverseevents (Grades 1-5)
will be recorded on theeCRF.

9.1. Unanticipated Problem (UAP) Definition

An Unanticipated ProblemJAP) is any incidena, experience or autcomethat is
unexpeded,giventhe infaomationprovided in reseach-related documentation €.g.
investigator' s brochure, informed consent), related or possibly related to participation in
the researchnd the stdy popuktion characteristics that is elated or possilly related to
paticipation in thereseach stuly and plaes the participant atan increased risk.

9.2. AdverseEvent (AE) Definition

An adverse event or adverseexperience is any untoward medical occurrencein a stuly
subpd who isadministered astudy drug that does not neessarily have acausal
relationship with this ament. Anadverse event can theefore be any unfavorable and
unintended sign, symptom, or disesetempaaly assocated with the usef thestudy
drug, whetheror not consicered elated to thestudy drug.

Pre-existing conditions that increase in frequency or sverity or change in nature during
or as aconsejuence of useof adrug in humanclinical trias are also consicered adverse
events. Adwerseeventsmay also irclude pre or post-treatment complications thet oocur
as aresult of protocol-mandated pocedures (e.g., invasiveprocedures suches biopses).

Any continuingmedical condition ordinically significant laboratory abnormality with an onst
datebefore thefirst dateof study drug administration should beonsidered pre-existing
and should belocumenged.

An AE dces not inclue

1 Relapseor progressionof the underlying malignant disease; however, the
assocéated sgns,symptoms, or dagnoses shouldoeremrded as adverse
events .g., “jaundice” dueto newor increasing liver metaseses, or “tumor
pa n "“booepa n ” togrogesssivedisease);

1 Medicd or sugical procedures (e.g., sugery, endosc@y, toothextraction,
transfusion). Theonditionthat leads to the pocedureis theadverseevent;

1 Situationswherean unbward medical occurrence has not @curred (e.g.,
hospitalzation for elective sugery, socel and/or convenience
admissions);

1 Overdoseof ether study drugor concomitant melication withoutany signs or
symptoms unless th&ibject is hospiélized for observation; and
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1 Pregnancy. (Must bereportedas an SAE.)

Laboratory abnormdliti es are uswally not recorded as adrerse events; havever, signs
and/or symptoms tlat are assocatedwith laboratory findings requiring study
withdrawal, dosemodification, ormedcd intervention (e.g., anemia requiring
transfusions ohyperglycemiarequiring treatment) or other adbnarmal assessmenteg.,
ECG,radiographs, vital sgns)must berecorded as adrerseevents if they meet the
definition of an adverseevent. In addition, laboratory abnormndliti es maked as
clinicdly significant by theinvestgator shouldalso be ecorded as adrerseevents in the
eCRF. Theinvestigator will record themost svere gadeof theclinically significant
laboratory abnormality and will evaluate its elationship to the sidy drug and clinical
cordition if/when aclinicaly significant laboratory abnormality occurs.

Therelationship to stdy drugtherapy should beassesed usingthefollowing
definitions:

Not Related: Evidence exigts thet the AE has an etiologyther than the stidy drug
(e.g., pre-existing condition, unddying disease, intercurrent illness,or concomitant
medication). This includesevents that are consicered remotely or unlikely related to
study drug.

Related: A tempaal relationshipexists betveen the event onset andadministration of the
study drug. It cannot bereadily explained by the subjeadi @iaical state, intercurrent iliness, or
concomitant therapies. In the case of cessation omreduction of the dose, the event abates or
resolvesand reappears upon echallenge. It should beemphasked that indfective study drug
treament should not beconsideed as causally related in thecontext of AE reporting.
This includes ewents that areconsidered possilby, probably, or definitely relatedto
study drug.

All adverseevents (including event nane, grade, start/stop dite and attribution) will be
documented in the redical record and onthe eCRFfor this protaol.

Thelnvestigator isresponsibleor verifying and providing souce documentation forall
adverseevents andassgning theattribution for each event for all subjects enrolled on
the tial.

Suspeded AdverseReaction (SAR) Definition

A SAR is anadverseevent in which theeis reasonable possibiliy that thestudy drug
causedthe adverseevent as defied by 21 GFR 312.32. Thénvestigator is responsible
for judging whetherit is areasondle possibilty that the stdy drugcausedthe adverse
event.

i Un ectep éefinition
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An AE orSAR is to beconsicered urexpeded if theevent is not listed in the
investgator brochure or is not listed in thee\erity or spedficity observed.

i Brious 0 alLmf@Thrdatening definitions

An AE or SAR is to beconsidered seious if thelnvestigator or SponsoringCompany
deems it as soh and theevent results in ay of thefollowing outcomes:

Death;

Life-threatening situation (subgd is at immediaterisk of deah);

Inpatient hospitalzation or prolongation of an existing hospitalezation (excluding those
for study drug administration, protocd-related procedures, palletive or hospce care, or
placement of an indwelling catheter, urless assdated with other seriousevents);
Persistent or spnificant disability/incapaaty;

Corgenital anorraly/birth defect in theoffspring of a subed who received stuly drug;

Other: Important medical events that may not result in death, be immediately life
threatening, or require hospitalization, may be considered an SAE when, based upon
appropriate medical judgmenieymay jeopadize the subject or may require medical or
surgical intervention to prevent one of the outcomes listed in this definition. Examples of
such events are:

(0]

Intensve treatment in an emeigency room orat homefor al ergic bronchospasm;

0 Blooddyscrasias orconvulsions tlat do notresult in hospitalzation;
o Development of drug dependency or drug abuse.

9.6.

eeeg *°

An AE orSAR is to beconsicered lif e-threaening if the Investigator or Funding
Company deems it as soh and theevent posesan immedaite threa of desth.

Serious AdverseEvent (SAE) Definition
A seriousadverse event is any untoward medical occurrence that at any dose

Results in death,

Is life-threatening,

Requires inpatient hospitalization or prolongation of existing hospitalization,
Results in persistent or significant disability/incapacity, or

Is a congenital anomaliirth defect

SAE will be reported t&€elgene Caporation within twenty-four (24) hours of LCI
becoming aware of the evemt nonserious adverse drug reactions, as tmayequired.
Any correspondence to the FDA related to adverse event reporting will be
simultaneously copied to Celgene

SAEswill be captured from thetime thesubpd is enmolled through 30 days dter the
date ofthe last study drug administration. SAEswill be followed until clinica recovery
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is compkte and labaratory tests hae returned to basline, until progression fas been
stabilized, oruntil there has been acceptable resolution of theevent. This nay at times,
cause the follav-up period for SAEsto begreaer than 30 dys. Theabove referenced
30-day time period applies even if thesubjed is taken off study and enrolled onto
anotler protocol duringthis time griod. Similarly, thelnvestigator is responsiblefor
following the subgct during the required follow-up period even if the subgct lives
elsawhere or has been released from his or ler care andis beingireaed urder another
saviceat LCI.

Laboratory abnormalities:

Laboratory abnorrmdliti es that met thedefinition of aseious aderseevent will
berewrded as such theeCRFand reported appraopriately. The Investigator will record
the most seere gade of theclinically significant laboratory abnomality and will
evaluateits relationship to the sty drug and clinical conditionif/when aclinicaly
significant laboratory abnomality occurs.

Planned hospitalizations:

Elective surgeries that lave been plamed priorto subgd enrollment in thestudy

or for conditions e&isting prior to stuly enrollment do not el to be eptured as SAES,
unless compleaions acur orthe conditions ae worsethat thesuljed’ basedline. They
should towever be clearly documented in theeCRF.

Hospil admission fotreatment required by the protocol need not bereported as
an SAE,unless acomplication results that fits the 21ER 312.32 @finition of a SAE.

Development of New Cancers:
Semndary malignancies are defined as new cancers, not tensfamations or
progression oforiginal disease.

Semndary malignancies during 30 daytime period after treatment

discontinuation

Any secondary malignancy diagnosedwithin 30 chys of thelast dose,egardless

of attribution, must beeported as an SAE. Te pathology report documentngthe rew
mali gnancy shouldberetained in thesuljed’ sesearch chart and in themedcd record.

Sewmndary malignancies after the 30 daytime period after treament

discontinuation

Any secondary malignancy diagnosedgreder than 30 days after last day of study

drug and thaught to bepossily, probably or definitely relatedto drug must be eported
as an SAEThepathology report daumenting the rew malignancy should besttached.

Deaths:
Deaths during 30 daytime period after treament discontinuation
Any deah, expeded orunexpeded, acurring within 30 days of the lastdose of
study drug, regardlessof attribution, must beeportedas an SAE.
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Deaths after the 30 daytime period after treament discontinuation

Deaths ocurring greder than 30 dys dter last day of study drug and thaught to

be possilhy, prabably or definitely related to diug must bereported within 24 hours of
knowledge of the event.

Pregnancies:

Pregnanciesand suspeted pregnancies (including a positivepregnancy test

regardless of @e or diseasestate) of afemale subgad occurring while thesubject is in
treatment, orwithin 28 days of the subjedi st doseof study drug, are considered
immeditely reportable events. ABRAXANE is to be dmntinued immedately. Thepregnancy,
sugpeded pregnancy, or positivepregnancy test must bereported as an SAE&Nd reported to
Celgene Drug Safety immeditely by facsimile, or other appropriate method, usinghe
Pregnancy Initial Repat Form, orapproved equivakent form. Thefemale subed may be
referred to an obsetrician-gynecologist (not necessarily one with reproductive toxicity
experience) or another appropriate healthcare professioral for further evaluation.

Thelnvestigator will fol low thefemalesuljead until completion of thepregnancy, and
must notfy Celgene Drug Safety immedetely about theoutcomeof the gegnancy
(either normal or abnormal outcome) usingthe Prgnancy Follow-up Report Form, or
approved equivalent form.

If the outcome ofthe pregnancy was abnormal (e.g., spontaneous or therapeutic
abortion), the Investigator should report the abnormal outcomeas anAE. If the
abnormal outcome meets any of the seaious criteria, it must bereported asan SAE
to Celgene Drug Safety immediately by facsimile, or other appropriate method,
within 24 hours of thelnvestigator6 s viedge of the event using the SAE Report
Form, or approved equivalent form.

All neonatal deahs thet occur within 28 days of kbirth should bereported, without regard
to causalty, as SAESs. In addition, any infant death dter 28 days that the Investigator
suseds isrelated to thein utero exposureto ABRAXANE should also bereported to
CelgeneDrug Safety immeditely by facsimile, or other apprapriate method, within 24
hours ofthelnvestigator’ s whkedgeof theevent usingthe SAE Repd Form, or
approved equivalent form.

Male Subjects

If afemalepartner of a male subjet taking ABRAXANE becomes pegnant, the male
subga taking ABRAXANE should wtify the Investigator, and the pregnant female
partner should beadvised tocdl their heathcare provider immediately. Male patients
treated with naipaclitaxel are advised not to father a child andou§ months after
treatment.

Overdose
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Overdose, as defined for this protocol, refers to ABRAXANE dosing ddlya per

dose basis, an overdose is defined asath@ving amount over the protocspecified

dose of ABRAXANE assigned to a given patient, regardless of any associated adverse
events or sequelae.

PO-any amount over the protoespecified dose
IV-10% over the protocedpecified dose
SCG10% over therotocotspecified dose

On a schedule or frequency basis, an overdose is defined as anything more frequent than tr
protocol required schedule or frequency.

On an infusion rate basis, an overdose is defined as any rate faster than the-protocol
specifiedrate. For nabpaclitaxel, an infusion completed in less than 25 minutes may
increase Cmax by approximately 20%, therefore apzattitaxel infusion completed in
less than 25 minutes will meet the infusion rate criterion for an over@maplete

data abat drug administration, including any overdose, regardless of whether the
overdose was accidental or intentional, should be reported in the case report form.

Celgene Drug Safety Contact Information:
CelgeneCorporation

Global Drug Safety anRisk Management
ConnellCorporatePark

300 Connell Dr.Suite 6000

Berkeley Heights, ND7922

Fax: (908) 6738115

E-mail: drugsafety@celgene.com

Questionable events:
Any suspected adverse radion can and should beaeported as an SAE if deeed
apprapriate by the Investigator.

All SAEs (ircluding event nane, grade, art/stop dite and attribution) will be
documentd in themedical record and onthe eCRF.

ThelInvestigator isresponsiblefor verifying and providing souce documentation forall
SAEsand assgning theattribution for each event for all subjeds emolled on the tial.

Sdety Reporting to the Sponsor(L evine Cancer Institute)
All e\ents ocurring duringthe conduct of the study and meeting the definitions ofa UAP or

SABwill be reported promptly to the Sponso, but no bter than 2 busiess dysfrom thetime
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the Investigator learns of theevent. Applcable events must bereported viathe CTMSwith a
notification to the Protocol Coordimtor and Sponsotinvestigator.

Deviations involvingthe informedconsent processor subgd sdety will be reported
promptly to theSponsor, but no lat than 5 busirss diys from thetime thelnvestigator
learns of theevent. Applicable events must beeported viathe CTMS with a
notification to theProtacol Coordiretor and SponspInvestigator.

Saety Reporting to the IRB

All events ocurring during the conduct of aprotocol and neding the definition ofan
UAP or SAEwiIll be reported to thelRB promptly, but no bter than 2weeks from the
time thelnvestigator leansof the event.

Deviations involvingtheinformedconsent processor subgd sdety will be reported
promptly to Chesapedke IRB but no kter than twoweeks from thetime ofidentification
of the deviatiorby the Investigator.

Sdety Reporting to Celgene Cor poration

Non-serious adverseevents will bereported to Galgene bi-annually (or upon request by
Celgene), in accordance with 21 CRF312.64.

When thelnvestigator has deermined that aSAE has ocurred, thelnvestigator is
responsiblegor providing information rgarding the SAE to Celgene in writing usinga
Celgene SAE form or MEDWATCH 3500Aform of any SAE within 24 hours obeing
aware of theevent. Thewritten report must becompleted and suppled to Galgeneby
facsimile within 24 hous/1busiress dy. The initial report must beas compéte as
possibé, includingan assessment dhe causal relationship betwen the event and the
investgational produwct(s), if avail able. Information notavail able at the timeof the
initial report (e.g., an end dhte for theadverseevent or laloratory valuesrecaved after
thereport) must bedocumentd on afollow-up report. Afina report to daument
resolution of the SAE isequired. The Celgenetracking number (AX-CL-NSCLC-PI-
004079 and the institutioral protocol rumber(LCI -LUN-ABR-001) should be
included on SAE eports(or on the fax cover letter) sent to Celgem. A copy of thefax
transmissiorconfirmation of the SAEeport to Glgeneshouldbe attached to theSAE
and etained with thepatient records.

Celgene Corporation

Global Drug Safety and Risk M anagement Conrell
Corporate Park

300Conrell Drive Suite 6000

Berkeley Heights, NJ07922

Fax number: 908-673-9115
Email: drugsafety@celgene.com
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Deviations involvingsubject sdety will be reported to @geneprompty but no laer
than two weeks from thetime ofidentification of the deviation by the Investigator.

Protacol deviations thet are minor or administrative will be reported to Gelgene bi
annually.

10. TREATMENT -RELATED ADVERSE EVENTS

Subjects will beclosdy monitored for treatment-related adverseevents. Adverseevent
monitoringwill occur onacontinuous bsisfor theduration thatsubgeds areon stuly
therapy. In addition to the pdnned evaluations duringollow-up visits, sutgds will be
instructed tocdl their physician to report any adverseevents betwen visits.

10.1. Carboplatin

Anaphyladic reactions have occurred with carboplatin injections. Adequate medcd
supevision must be pesent and appraoriate intevention must beeadily avail able to
diagnoseand treat hypersensitivity reactions. Bonemarrow suppassion is the dose
limiting toxicity, and is hcreased in subpds with impaired renal function. It is dose
dependent. Thrombacytopenawith platelet

counts lelow 50 x10° cdls/L occurs in 25%of subjects andneutropenia with
granulocyte countsbelow 1.0 x10° cells/L occurs in 16%of subjeds. Anemiais
cumulative and transfusons nay be necessay in subpds receiving prolonged thaapy.
Cycles shouldhot berepeated until neutophils andplatelet counts lave recovered.
Nausen, vomiting, and reurotoxicity are othercommon dug-rel ated adverseevents.
Other common sideeffeds of carboplatin irclude rause, vomiting, appetite loss,
hypokal emia, and hypomagnesemia.

10.2. ABRAXANE

Thefollowing adverse events havebeen described with ABRAXANE treament:
myelosuppession, musea and vomitirg, diarrhe, mucositis, ifiections, hypotension,
abrorma ECG changes, caugh, dyspnea edema, nsay neuropathy, bilirubin/liver
enzyme elevations, all ergic readions, alopecia, astheniaarthralgia, and myalgia.
During post narketing surveillance, rare cases of seere hypersensitivity readions have
occurred.
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Table 10.2.1:Frequency®of Important Tr eatment Emergent AdverseEvents in the
Randomized Study on a Q3WSchedule

ABRAXANE
260/30nin®
(% of n=229)

Paclitaxel Inj ection
175/H°¢
(% of n=225)

BoneMarr ow

Neutropenia

<2.0 x10%L 80 82
<0.5 x10°/L 9 22
Thrombacytopenia

<100 x10°/L 2 3
<50 x10°/L <1 <1
Anemia

<11g/DI 33 25
<8 ¢g/Dl 1 <1
Infections 24 20
Febrile Neutropenia 2 1
Bleeding 2 2
Hy persensitivity Reaction®

All 4 12
Severe 0 2
Cardiovascular

Vital Sign Changs’

Bradycardia <1 <1
Hypotension 5 5
Severe Cardiovascular 3 4
Eventd

Abnormal ECG

All subjeds 60 52
Subjects with Namal 35 30
Baseline

Respiratory

Couwgh 7 6
Dysmea 12 9
Sensory Neuropathy

Any Symptoms 71 56
Severe Symptons 10 2
Myalgia / Arthralgia

Any Symptoms 44 49
Severe Symptons 8 4
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Asthenia

Any Symptoms 47 39
Severe Symptons 8 3

Fluid Retention/Edema

Any Symptoms 10 8

Severe Symptons 0 <1
Gastrointestinal

Nausea

Any Symptoms 30 22
Severe Symptons 3 <1
Vomiting

Any symptoms 18 10
Severe Symptons 4 1

Diarr hea

Any Symptoms 27 15
Severe Symptons <1 1

M ucositis

Any Symptoms 7 6

Severe Symptons <1 0

Alopeda 90 94
Hepatic (Subjects with Normal Baselire)

Bilirubin Elevations 7 7

Alkaline Phosplatase 36 31
Elevations

AST (SGQ) 39 32
Elevations

Inj ection Site Reaction <1 1

Based on wastgrade

® ABRAXANE dosein mg/m?/duration in minues
¢ paditaxel injection dosein mg/m?/duration in hours
4 padit axel-injedion suljeds received pemedication

®Includes teament-related eventsrelated to hypersensitivity (e.g., flushing, dysprea,

chest pain,hypotension}hat kegan on aday of dosing
" Severe events ae defined as at bast grade 3 taxicity
9During study drug dosng

10.3. AdverseEvent Char acteristics

CTCAE tam (AE description) and gade: The descriptions and grading scales
foundin therevisedNClI Common ErminologyCriteria for Adverse Events
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(CTCAE) version 4.0 wil be utilized for AE reporting. All Levine Cancer Institute
stef will have access to acopy of the CTCAE version4.0.

Attribution of theAE:

Definite — The AE is cleally related to thestudy treament.
Proleble— The AE is likely related to thestudy treament.
Possible- The AE maybe related to thestudy treatment.
Unlikely — The AE is doubtfuly related to thestudy treatment.
Unrelated — The AE is clealy NOT related to thestudy treatment.

11. DATA SAFETY AND MONITORING PLAN
11.1. Monitoring

This protocol will be monitored according to the processes in effect for all Levine
Cancer Institute investigatanitiated studies and the protoespecific monitoring plan,

and will abide by standard operating procedures set forth by both the Carolinas
Healthcare System Office of Clinical and Translational Research and the Levine Cancer
Institute Clinical Trials Office. It ishe responsibility of the Sponsbivestigator to

monitor the safety data for this study. The Spoiiseestigator, Statistician, Protocol
Coordinator, and other team members as needed will meet regularly to monitor subject
consents, enroliment and retent, safety data for all subjects [including adverse events
(AE’ s) for all|l grades and attributions,
administration, and validity/integrity of the data. Documentation of these meetings will
be kept with study reeds. SAEs will be reported to the Food and Drug Administration
(FDA) and the IRB per their requirements. Major protocol deviations that result in a
threat to subject safety or the integrity of the study will be reported to theaRBDARB

per their requirments. The Sponsdnvestigator will submitlata to the LCI Data and
Safety Monitoring Committee according to the overarching LCI Data and Safety
Monitoring Plan.

11.2. Data Quality Asaurance

This trialwill be organized, conducted, and reported in complance with the protocol,
standard operating procedures (SOPSs) ofLCI and Carolinas Healthcare System Qfice
of Clinical andTranslatioral Reseach, the FDA and oter applicable regulations and
guidelines(e.g. GCP).

Subjects will bemonitored by LCI Research /DataMonitors per the studyspecific

monitoring plan and LCI/CHS SOPs for data quality. This monitoring will be done by
comparing source documentation to the eCRFs. Any variation between the two data sets
will be discussed with the Protocol Coordinator, Sponsmesigatorand/or other

study personnel as appropriate.
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Thetrial databese will be reviewed and chedked for omissionsapparent erors, and
valuesrequiring further clarification usng computerized and manal procedures.
Data queries requiring clarifi cation will be generated and addressedas needed by
appropriate study personn€lnly authorized personrel will m ake corredions to the
databese and all corrections will be deumened in aneledronic audit trail.

MEASUREMENT OF EFFECT

12.1. Antitu mor Effed

Responseand progression will beevaluated in this staly usingthe revised esponse
evaluation giteriain solid tumas (RECIST) guidelineversion 11.%°

12.1.1.Definitions

Evauablefor toxicity: All subeds will beevaluable for toxicity from the time of
theirfirst treetment with ABRAXANE and carbopletin.

Evauablefor efficacy: Only subjects who tave measurable disgase pesent at
baseline, have received at least onedoseof study therapy, and have had their
diseasere-evaluated (either clinically or radiologically) will be consicered evaluable
for efficacy. Thesesubgcts will have their objective responseclassfied according
to thedefinitions stagd below.

12.1.2.DiseaseParameters

Target lesions: When morethan onemeasurable lesion is pesent at kaseline all
lesions up to maximum offive lesions to#l (and amaximum oftwo lesions per
organ) representative ofall involved organs should be identdd astarget lesions
and will berecorded and measured at bagline. Target lesions should bedected on
thebasis of tteir size (lesions with the logest dameter), be representative ofall
involved omgans, but inaddition should be thodbat lend tlemseles to
reproducible repeated measuranents. It may be the casethat, onoccasion, the
largest lesion das not bnd itself to reproducible measurement in which
circumstnce the rext largest lesion whch can bemeasured reproducibly should be
selected.Lymph nales merit special mention since by are norma anatomical
structures which may be visible by imaging even if not involved by tumar.
Pathological nodes which aredefined as measurable and may beidentified as target
lesions must met thecriterion ofashortaxi s o f by CTLsban ankiRI. Ony
theshort axis of thesenodes will contributeto thebaseline sum. Theshortaxis of
the nodas the dianeter normally usedby radiologists to judgef anodeis involved
by solid tuma. Nodd sizeis nornaly reported as two dimesions in the plan
which theimageis obtaired (for CT scan this isamost alwas theaxial plare; for
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MRI the planeof acquisition may beaxial, sagittal or coronal). The smalkr of these
measues is the sha axis. All other @thological nodes(thosewith shortaxis> 1 0
mm but <15 mm) should beonsicered nan-target lesions. Nogks that have short
axis <10mm are consicered nan-pathologica and should not beecorded or
followed. A sum of theliameters (longest for nonnodal lesions, shortaxis for
nodal lesions)for al target lesions will becdculatedand reported as thebaseline
sumdiameters If lymph nodesreto beincluded in the sum, thess notd abowe,
only theshortaxis is adled into the sum. Thbaseline sum diaraters will beused
as refrenceto furthercharacterize any objective tumorregression in themeasurable
dimension of thedisease.

Non-target lesiors: All otherlesions (orsites of dsease) including pathological
lymph nods shold beidentified as nonttarget lesionsnd shouldalso befollowed
as resegp t‘absent, orinrarecases  equivoca progressian’ (moredetails to
follow).

12.1.3.Methods for Evaluation of Measu able Disease

All measurements shouldbe taken and recorded in metic noftation usinga ruker or
caipers. All baseline evaluations shoulde performed as closdy as possibleto the
beginning of treament andnever more than 4weeks before the beginning of the
treatment.

Thesamemethod ofassessirent and thesametechnique should be ed to
characterize each identified and reported lesion abaseline and duing follow-up.
Imaging-based evaluation is peferred to evaluationby clinical examination when
both nethods fave been used to asgss theantitumor effect of atreament. The
Sponsa-Investigator or designee will be responsiblefor performing tumor
measurements. Thetumor mesurements will berecorded in theeCRF.

12.1.4 ResponseCriteria

Compkte Response (CR)
Target lesion: Disppearance of al target lesions.Any pathological lymph noas
(whether target or non-target) must tave reduction in shortaxis to<10 mm.

Non-target lesion: Disppeaance of al non-target lesions. Alllymph noas must be
non-pathological in size (<10 mm short axis).

Partial ResponséPR):
Target lesion: At leasst a30%deaeasein thesumof diameters oftarget lesions,
taking as reference the laseline sum dianaters.

Non-target lesion: Notapplicable
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StableDisease (SD:

Target lesion: Neither suficient shrinlageto quaify for apartial responsenor
suficient incease to qualfy for progressivedisease, taking as reference the
smalkest sum diameters while on study.

Non-target lesion: Notapplicable.

PragressiveDisease(PD):

Target lesion: At least a20%increasein thesumof diameters oftarget lesions,
taking as reference the smallest sumon gudy (this includes the bseline sumif that
is the smallest on stiy). In addition to therelative inaease of 20%, the summust
also demonstte anabsolute irtreaseof at least 5mm. (Note: the appeaance of
oneor mae new lesions is als@onsidered progression).

Non-target lesion: Unequivocal progression(as described in RECIST wversion 1.1)
of existing non-target lesions. Note:the appearance of one or morenew lesions is
alsoconsicered progression).

Non-Compkte Responsd NonProgessiveDiseasse

Target lesion: Notapplicable

Non-target lesion: Persigence of one or mare non-target lesion(s).
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Table 12.1.1:Summary of RECIST

Target Non-targetL esions | NewL esions Overall BestResporsefor this
Lesions Resporse Category also requires
CR CR No CR Documentedatleastonce
2 4 weeks from baseine
CR Non-CR/Non-PD No PR Documentedat leastonce
PR Non-PD No PR 2 4 weeks from baseine
SD Non-PD No sD Documentedatleastonce
2 4 weeks from baseine
PD Any Yesor No PD
Any PD* Yesor No PD No prior SD,PR or CR
Any Any Yes PD
* In exceptional circumstances, unequivocd progression in non-target lesions may be acceted as disesse
progression.

If noddl diseaseis included in the sum ofitget lesionsand the nods deaeaseto

“ orma ’ ze (510 mm), ameasurement may still be reported on €ans. The
measurement should beecorded even thowgh the nales are norra in order not to
overstate progression should it bbased on incease in ste of thenodes. This
means tret subgds with CR nay not have dotal sum of thediameters of* eo’.

Subjects with aglobal deterioration of hedlth status requiring discontination of
treatment without obgdive eviderce of diseaseprogressionat that time should be
reported as symptomatic @teriorat i oEmety effort should bemade to docurant
objective progressioneven after discontination of treatment. Symptomatic
deterioration is nota descriptor of an objective responseit is areason forstopping
study therapy. It is included as pat of the criteria for determination of Progression
Free Suvival. Theobijective response stus of sith aubjects is to be dtermined by
evaluation of erget and no-target disease.

For equivocd findings of progression €.g. very small and ugertain new lesions;
cystic changes orneaosis inexisting lesions), teatment may continueuntil the next
scheduledassessmentf at the rext scheduledassessment,rpgressionis
confirmed, thedate of progression should be thearlier date when progression vas
susgeded.

STATISTICAL DESIGN
13.1. Sample Size Deter mination
Theprimary objective of this stuly is to assess thefficacy in terms ofoverall

tumorresponse othe combination of carboplatin with nab-paditaxel in subpds
with advanced squamouscdl lung cancer. Subjects willrecave six 3-week cycles
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of treament. The gimary endpointof this study is a binay variable determined for
each patient indicating whether or not tley achieved an oweral tumorresponse
(defined as eitrer CR orPR).

A Bayesian asign based on predictive probability will be implemented. This
design allows for early stoppingif data indicatesthat thetreatment is indfective.
Thestoppingboundry is chogn by computingthe predictive probability from
obseved data. Spedficdly, the tial will stopif the current dataindicates that, by
theend ofthe tial, it is highly unlikely the 6-cycle best responseate in treated
subpds to behigher than 0.20. Thespeeific description of themethodologyis
given below. Early treatment discontinuatiatue to uaaceptabletoxicity, PD
(including clinicd progression) ordeah will be considered as failures. Other

subjects not meeting all of the criteria for being included in the efficacy population

(Section 13.3vill be considered as in-evaluad e and therefore willnot contribute to
the sample size of evaluable subjects.

Themaximum numtler of evaluable supeds iSN=45. Thetreatment outomes will
be monitored at cohorts of 15,30 and 45 sulgds. If X response$CR or PR) fave
been ob®rved in thefirst nsubpds andY represents possible nunds of responses
in thenext (N-n) subgds, the pedictive probability (PP) of concluding apositive
result by the end ofthe tial is defined as:

=« N-n

PP Qi {Prob(Y=i) 3 [Prob(responseaate >0.20| X, N, Y=i) > Pq]}.
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Thetrial will be stoped ealy if PP < PL, where PT and PL are the parameters to
be determined toyield desirable operating charaderistics. Theassumption is that
thenumberof subgds that achieve best resporse of CR or PRfollows abinomial

distribution with a pobability of p, and p kas aprior distributionof Beta (0.2, 0.8).

In addition, theprobability of accepting the new treatment be no larger than

0.10 wten the tuebestresponseate is 0.20.A seach algorithm is implenented to

find that PT =0.91and PL =0.04 sttisfy the constraint and at thesametime
minimize the expeded samplesize when the tuebest responseateis 0.2.

Thefollowing table lists thecumulative numberof subeds (n)and theregjection
region in the numbr of bestresponses o€R orPR in nsubgds. Thetrial will be
stopped and the teament will beconsicered ineffective when the numberof
responsedirst fals into thergection region.

Table 13.1.1:Rgection Region

N Rejection Region in Numberof
Response$CR or PR)

15 0-2

30 3-6

45 7-12

From afrequentist perspective, thestatistcd operating characteristics ofthe trial
are given as follows.Assumingthe rueoveral responseaate is 0.20under the
null hypothesiq(i.e. the tial is indfective), then this deggn will provide 81%
power to detct a diference of 0.15, oratruebest responseate is 0.35 uder the
aternative hypothess, assumingan alpha= 0.09significance level. The
probabilities of terminating the tial ealy assumng the tue best resporse rate is
0.20are 0.40and 0.65after Stage 1 and Skge 2, respetively.

To account for about 10% of enrolled patientsot meeting the criteria to be
included in the efficacy populatiowe will accrue about 50 subgds.

Analysis Endpoints
13.2.1.Primary Efficacy Endpoint

Theprimary endpoint isa binary variable determined for each patient indicaing
whetheror not they achieved a CR or PRas ddined in ®dion

12.1.4. As per RECIST 1.1, kecauseoveral responseis theprimary endpointfor
this stuly, best responses o€R or PR must beconfirmedby asubseqgant
radiologic assessment.
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13.2.2.Semndary Efficacy Endpoints

Table 13.2.1:Efficacy Endpoint Definiti ons

Diseasecontrol Diseasecontrol is caculatedfor each subpd
indicating whetheror not they achieved an owrall
responseof stablediseaseor better.

Duration of resporse For subgds whoadieve aCR or PRresponse
duration will be measured from thefirst day of the
resporse until theday on which progressive disese
(PD) or death occurred. Thecensoring method will be
the smeas that eéscribed for PFS.

Duration of disease For subgds whoadieve SD orbetter, durtion of
control diseasecontrol will be measured from the tretment
stat dateuntil theday on which progressive

disease (PD)or desth occurred. The censoring
method wil be the smeas that decribed forPFS.
Praogressfree survival PFS is déinedas the dwation of time from treatment
(PFS) stat dateto timeof progression ordeah. Disease
progression nay be determired objectively as
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in Sedion 12.1.4 oisubgdively as deermined by the
investpator. Evidence for subgpdive progressions must
bedocumentd in themedical records. For objective
disease progression, the date of PD is the date of the
radiologic assessment that identified REGI&Fined
progressive disease. For subjective disease progress
the date of PD is the date that the clinician makes the)
determination of disssse progression. If the subject die
without documented disease progression, the date of
progression will be the date of deafor surviving
subgeds who do not have ¢bdively documened
disesseprogression, FFS will becensoed at thedate of
last rdiologic assessn&. For subpds whoreceive
subseqant anticancer therapy prior to documened
disesseprogression, S will becensoed at thedate of
last radiologic assessmat prior to thecommencement of
subseqant therapy. Subjects who experience an initial
PFS event mmediately following 2 or more consecutive
missed assessmemidl be cersoredatthe date ofhe last
asesgnent prior to those missed aessnens. For
participants with only one missed assessment, the
documented progressive disease status and assessmer|
will be used.

Overdl survival (0OS) OS is déinedas the duation of time from treatment
stat date to the dte of deah from any cause. Subjects
who are dliive or lost tofollow-up at thetime ofthe
anaysis will becensaed at thelast known dte they
were dive.

13.2.3.Saety Endpoints

Safety endpoints will includedata for treament administration, adverseevents (AES),
seriousadverseevents (SAE), deaths duringstudy treatment, and latoratory
determinations. AEs andSAEswill be assesed acaording to CTCAE v40.

13.3. Analysis Populations

Theefficacy popuation (or evaluable population$ defined as all subgcts who fave
measurable diseasepresent at laseline, have recaved at least onedoseof study therapy,
and have had theirdiseasere-evaluated (either clinicaly or radiographicaly). The
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efficacy population will be ued to aralyze the primary and seondary efficacy
endpoints.

Thesdety population isdefined as all subpdswho have recaved at least onecycle of
therapy and will beusedto aralyze the saéty endpoints.

Timing of Analysis

The first interim futility analysis will occur after the overall response status has been
determined for 15 evaluable patients, and then a second interim futility analysis will
occur for 30 evaluable patients, given that the study is not stopped after Stage 1 for
futility. The primary analysis will be conducted after the overall response kas be
determined for all 45 evaluable patients, given the study is not stopped after Stage 2
futility analyses. An updated analysis will be conducted after the overall PFS censoring
rate reaches 30% or after all surviving patients have at least one yeléowiup. A

final analysis will be conducted after the overall survival censoring rate reaches 30% or
after all surviving patients have at least 3 years of follow up.

Analysis Plan

For the purposes of the primary analysis, the frequency and proportespohders
(those who achieve CR or PR) will be calculated after the best overall response has
been determined for all patients enrolled in the efficacy populafaorresponding

95% confidence interval will be estimatedusingthe Clopgr Pearsn methal.

Hypothesis testing will be done using the rejection regions described in Section 13.1,
testing the null hypothesis that the ORR is less than 20%. Given the study is not
stopped early for futility with the interim analyses at 15 and 30 subjects, ifarest
least 13 responders in 45 evaluable subjects, the null hypothesis can be rejected.
For the purposes of the secondary analyses, the frequency and proportion of subjects
achievingdiseassecontrol (SD, PR, or CRill alsobecalculated along with
corresponding 95% CloppPearsn interval. For both test response ate, and disease
controlrate, thecorrelation with bagline subpad and digasecharacteristicsand
biomarkers will be evaluated usinglogistic regression.

Time-to-event variableswill be analyzed using survival araysis methods. Suival
rateswill be esimated usingKaplan-Meier techniques. The correlation with bagline
subgpa anddiseasecharacteristics,and biomarkers will be assessed usingox multiple
regression models.

Thelogistic regressionand Coxproportiona hazards moais described above will

involve univariate modds to icentify individual predictive markersand multivariate

models (includingbackwardeimination and forward selection) to identfy independent
predictive markers.

Biomarkers in both tissuend blood will beanalyzed. Corelation among biorarkers in
tisste, blood and Btween tissueand blood will beassesed. Theassocation among
various caitinuousand discrete biomarkers will be assessed first by the exploratory data
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analysis usinggraphicd tedniques ach as the sater plot matix, box plots, and BliP
plot™’. Carrelation amongeontinuous biomikers will be examined by Peason or

Sperman rank correlation mefficients. Theassocéation on digrete Homakers will be
testedby Fisher's exad test.

14. DRUG DISTRIBUTI ON

14.1. Supply and Dispensing

ABRAXANE and carboplatin are commercially avail able and will belocaly souiced,
prepared, and dspensd per institutional séndards. Stoage and handling will compy
with therespedive package inserts.

14.2. Drug Accountability

All study medrcationswill be stored at theinvestgational site inaccordance with Good
Clinica Practice (GCP)and Good Minufacturing Pradices (GMP) requirementsand
will be inaccessible to uautholized personrel.

An adequate record of the dispensingf study drug, and the return of al unused stdy
drugs must be &pt in theform of aDrug Accountabilty Form. TheSponso-
Investigator, orresponsible prty designated by the SponseInvestigator, will maintain
acaeful record of theinventay usngthe Drug Accountabilty Form.

15. STUDY COMPLETION

E

T

15.1. Completion

The study will be considered complete when one or moreof the followingconditionsis
met:

All subjects havecompletedal study visits including follow-up.
All subjects havediscortinuedfrom the stdy.

ThelRB, Cdgene Corporation, LCI DSMC, or Sponselnvestigator discontings the
study becauseof safety consicerations.

The Sponsotinvestigator defines anadministrative or clinical cut-off date.

15.2. Termination

The study will be terminated when one or mae of thefollowing conditions @cur:

» If therisk-benefit ratio beaomes uneceptable avingto, for example:

» Safety findings from thisstudy (e.g. SAES)
* Results ofany interim analysis
* Results of @rdléd clinical studies

a7
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* Results of @rale animal studies(e.g. toxicity, teratogencity, carcinogenicity,
or reproduction taxicity)
* If the stuly condict (e.g. reauitment rate; dopaut rate; data quality; protocol
compliarce) does not sugest a poper completion of the tial within a
resondle timeframe

The Sponsofinvestigator has theright toclose thetrial at any time. For any of the
aboveclosues, thefollowing apply:

1 Closues should @cur only after consultation beteen involved
parties.

1 All affected institutionsmust beinformedas applicable according to
local law.

1 Incaseof apartial study closure, ongoing subgds, includingthose in
follow-up, must beared for in anethical manner.

Details forindividual subga withdrawals can befound inSedion 5.3.
16. RETENTION OF RECORDS

Documenttion of adverse events, records of study drugreceipt and disgensation, and
al IRB corresponance should beretained for at least 2 years after theinvestgation is
completed.

17. ETHICAL AND LEGAL I SSUES
17.1. Ethical and Legal Conduct of the Study

Theprocedures set out irthis protocol, pertaining to theconduct, evaluation, and
documentation of this study, are designed to ensuie that the Investigator abide by Good
Clini@l Practice (GCPyuidelinesand urder the guidingprinciples detailed in theDeclaration
of Helsinki. Thestudy will also becarried out in leeping with applicable locd law(s) and
regulation(s).

Documented approval from appopriate agencies €.9. DSMCIRB) will be obtaired for all
participating centers before start of the study, accordingto GCP, laa laws, regulations and
organizations.

Strictadherence to all pedfications kid down inthis protacol is equired for all aspects of
study conduct; the Investigators may not modify or alter the procedures described in this
protocadl.

Modifications to the studyprotocolwill not be impeémented by the Sponsor Investigator
without discussiorand agreement by Celgene. Havever, the Investigators may implement a
deviation fom, orachange of, the protocol to eliminate an immedate hazard(s) to the tial
subjects without priorapproval from applicable agencies. Assoonas possil#, the
implemented deviation orchange, the reasons br it and if appropriate the proposedprotocol
amendment should be submitted to thappropriate agencies. Any deviations from the
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protocol must beexplained and documented by the Investigator.
TheSponseo-Investigator is responsiblefor the conduct of the clinical trial at the sites in

accordance with Title 21 ofthe Codeof Federal Regulations and/or the Declaration of Helsinki.

TheSponseo-Investigator is responsiblefor persorally owverseeingthe treatment of all sudy
subds. The Sponso#investigator must assurethat all study site personrel, including sub-
investgators andother study staff members, adhere to the study protocol andall applicable
regulationsand guidelines rgarding clinical trials both duing and after study completion.
The Sponsao-Investigator will be responsiblefor assuringthatall the required data will
be collededand properly documened.

Confidentiality

All records identifying the subped will be kept canfidential and, to theextent permitted
by the applicable laws and/orregulations, will not be rade publicly avail able.

PUBLIC ATION POLICY

The Sponsao-Investigator mustsend adraft manuscript of thepublicaion orabstad to
Cdgene Caporation prior to subnission ofthefinal versionfor publication or
presentation. All relevant aspects regarding data reportingand publcation will be part
of the contract between Cdgene Caporation and the Spongelnvest gator.

TheSponsao-Investigator will ensurethat the infomation egarding the stidy be
publicly avail able on thanternet at wwwe.clinicaltrials.gov.
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APPENDICES

APPENDIX A: Performance Status Criteria

ECOG Perfor mance Status Stale

Grade

Descriptions

0

Normal adivity. Fully active, able
to carry on all pre-disease
performance without restriction.

Symptoms, but ambulaty.
Restricted in physically strenuous
adivity, but ambulatoy and able
to carry out work of alight or
sedentary nature(e.g., light
housework, office work).

In bed <50%of thetime.
Ambulatay and cgpable of all
self-care, but unake to carry out
any work activities. Up and about
morethan 50%of waking hous.

In bed >50% of thetime. Capeble
of only limited sdlf-care, confined
to bed orchair more than50% of
waking hours.

100%bedridden. Compledy
disabled.Cannot arry on any
self-care. Totaly confined to bed
or chair.

Dead.

Version-2: November 11, 201
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APPENDIX B: Forms Submission Schedule

Compkte all ekedronic case g

port forms inthe CTMS within 10 busiessdays of thevisit.

Requir ed Forms

Baseline

During
Treatment

End of
Treatment

Follow-Up

LCI-LUN-ABR-001:
Registration/On Stuly Form®

X

LCI-LUN-ABR-001: Medica
History eCRF

Template: Prior Treatment (All)
eCRF

LCI-LUN-ABR-001: Adverse
EventseCRF

Xa

Template: Corcomitant
MedicationseCRF

xa

Template: Radiology eCRF

LCI-LUN-ABR-001: Ofice
Visit eCRF

Xa

LCI-LUN-ABR-001: Off
Treament eCRF

Template: Subgguent Treament
(All) eCRF

Xe

Template: Follow-Up eCRF

XC

Template: Death eCRF®

2Every 3 weeks, + 7 days.

®Within 30 days after lastdose of study drug.

“Every 6 months until deathor lost to foll
4 At deah, regardless of time paint.

ow-up.

®Whena subsequent anti-cancer therapy is administere.
"Every 6 weeks during treament, and whenever a scanis done thereafter.

9SeeAppendix C for hard copy form.
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LCI-LUN-ABR-001

Registration/On Study Form

Instructions: Complete this form after the patient sighs consent and file it in the research chart.
Ensure the subject is registeredin the CTMS with the same information.

1) Subject’s Last Name:

2) Subject’s First Name:

3) MRN:

4) Enrolling Physician:

5) Enrolling Site Name:

6) Date Subject Signed Consent:

MM DD YYYY
7) Date Subject Found to be Eligible:
MM DD YYYY
8) On Study Date (Enrollment Date):
MM DD YYYY

*On Study Date (Enrollment Date) = Treatment Start Date

9) Study ID # (Assigned by Protocol Coordinator):

Name of person completing form (please print)

Signature of person completing form Date of signature

V1-7/9/2014
tion/On Study Form
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